
APPENDIX I:

CONSTRUCTIVE REDUCTION TO PRACTICE2

New Claim Support in the Present Application (09/589,288)

195. A method of inhibiting B lymphocytes

comprising administering an effective amount of an

antibody that binds a protein whose amino acid

sequence is:

MDDSTEREQS
EMKLKECVSI
SSKDGKLLAA
LTWSFYQVA
AELQGHHAEK
GLEEAPAVTA
GEGNSSQNSR
TVTQDCLQLI
GSYTFVPWLL
KENKILVKET
YTDKTYAMGH
GDELSLVTLF
PNNSCYSAGI
LAIPRENAQI
ALKLL

RLTSCLKKRE
LPRKESPSVR
TLLLALLSCC
ALQGDLASLR
LPAGAGAPKA
GLKIFEPPAP
NKRAVQGPEE
ADSETPTIQK
SFKRGSALEE
GYFFIYGQVL
LIQRKKVHVF
RCIQNMPETL
AKLEEGDELQ
SLDGDVTFFG

wherein B lymphocytes are inhibited.

"Like other members of TNF family, Neutrokine-alpha

exhibits activity on leukocytes including, for example,

monocytes, lymphocytes (e.g., B cells) and neutrophils.

For this reason Neutrokine-alpha is active in directing

the proliferation, differentiation and migration of these

cell types.

"

p. 83:7-10

'The antagonists may be employed for instance to

inhibit Neutrokine-alpha-mediated and/or

Neutrokine-alphaSV-mediated chemotaxis and

activation of macrophages and their precursors, and of

neutrophils, basophils, B lymphocytes and some T-cell

subsets, e.g., activated and CD8 cytotoxic T cells and

natural killer cells, in certain auto-immune and chronic

inflammatory and infective diseases."

p. 331:15-19

"A still further embodiment of the invention is related to

a method for treating an individual in need of a

decreased level of Neutrokine-alpha and/or Neutrokine-

alphaSV activity in the body comprising, administering

to such an individual a composition comprising a

therapeutically effective amount of an Neutrokine-alpha

and/or Neutrokine-alphaSV antagonist. Preferred

antagonists for use in the present invention are

Neutrokine-alpha-specific and/or Neutrokine-alphaSV-

specific antibodies."

p, 24:10-15

"Additionally, as described in detail below, the

polypeptides of the present invention have uses that

include, but are not limited to, to raise polyclonal and

monoclonal antibodies, which are useful in assays for

detecting Neutrokine-alpha and/or Neutrokine-alphaSV

polypeptide expression as described below or as agonists

and antagonists capable of enhancing or inhibiting

Neutrokine-alpha and/or Neutrokine-alphaSV function."

p. 223:17-22

"Preferred antagonists for use in the present invention

are Neutrokine-alpha-specific and/or

Neutrokine-alphaSV-specific antibodies."

p. 24:14-15. See also p. 429:13 -p. 433:2

"An agonist is a compound which increases the natural

biological functions of Neutrokine-alpha and/or

2
These tables present exemplary support in the present application and in each of the priority cases to the present

application to demonstrate that each application contains a constructive reduction to practice of the invention of

the proposed count. Applicants reserve the right to supplement these tables as may be required.
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New Claim Support in the Present Application (09/589,288)

Neutrokine-alphaSV or which functions in a manner

similar to Neutrokine-alpha and/or Neutrokine-alphaSV

while antagonists decrease or eliminate such functions."

p. 366:12-15

"Figures 1A and IB shows the nucleotide (SEQ ID

NO:l) and deduced amino acid (SEQ ID NO:2)

sequences of Neutrokine-alpha."

p. 24:19-20

196. A method of inhibiting B lymphocyte

proliferation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte proliferation

is inhibited.

See supportfor Claim 195

197. A method of inhibiting B lymphocyte

differentiation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte

differentiation is inhibited.

See supportfor Claim 195

198. The method of any one of claims 195-197,

wherein the antibody is a monoclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Antigenic epitope-bearing peptides and polypeptides of

the invention are therefore useful to raise antibodies,

including monoclonal antibodies, that bind specifically

to a polypeptide of the invention."

p. 114:13-15

'The term "antibody" (Ab) or "monoclonal antibody"

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p. 376:23-25

"In a preferred method, antibodies according to the

present invention are mAbs. Such mAbs can be

prepared using hybridoma technology (Kohler and

Millstein, Nature 256:495-497 (1975) and U.S. Patent

No. 4,376,1 10; Harlow et al, Antibodies: A Laboratory

Manual, Cold Spring Harbor Laboratory Press, Cold

Spring Harbor, NY, 1988; Monoclonal Antibodies and

Hybridomas: A New Dimension in Biological Analyses

\

Plenum Press, New .York, NY, 1980; Campbell,

"Monoclonal Antibody Technology," In: Laboratory

Techniques in Biochemistry and Molecular Biology,

Volume 13 (Burdon et al., eds.), Elsevier, Amsterdam

(1984))."

p. 377:3-10

199. The method of any one of claims 195-197, See supportfor Claim 195 and in addition thefollowing
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New Claim Support in the Present Application (09/589,288)

wherein the antibody is recombinantly produced. disclosure:

"Methods of Producing Antibodies

The antibodies of the invention can be produced by any

method known in the art for the synthesis of antibodies,

in particular, by chemical synthesis or preferably, by

recombinant expression techniques."

p. 243:21-24

200. The method of any one of claims 195-197,

wherein the antibody is a chimeric antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Where in vivo imaging is used to detect enhanced levels

of Neutrokine-alpha and/or Neutrokine-alphaSV

polypeptide for diagnosis in humans, it may be

preferable to use human antibodies or "humanized"

chimeric monoclonal antibodies. Such antibodies can be

produced using techniques described herein or otherwise

known in the art. For example methods for producing

chimeric antibodies are known in the art. See, for

review, Morrison, Science 229:1202 (1985); Oi et al.,

BioTechniques 4:214 (1986); Cabilly et al., U.S. Patent

No. 4,816,567; Taniguchi et al., EP 171496; Morrison et

al., EP 173494; Neuberger et al., WO 8601533;

Robinson et al., WO 8702671; Boulianne et al, Nature

312:643 (1984); Neuberger et al, Nature 374:268

(1985)."

p. 307:7-16

201. The method of any one of claims 195-197,

wherein the antibody is a humanized antibody.

See supportfor Claims 195 and 200

202. The method of any one of claims 195-197,

wherein the antibody comprises human constant

domains.

See supportfor Claims 195 and 200

203. The method of any one of claims 195-197,

wherein the antibody is a F(ab'>2 fragment.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The term "antibody" (Ab) or "monoclonal antibody"

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p. 376:23-25

204. The method of any one of claims 195-197,

wherein the antibody is a polyclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Polyclonal antibodies to an antigen-of-interest can be

produced by various procedures well known in the art.

For example, a polypeptide of the invention can be

administered to various host animals including, but not
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New Claim Support in the Present Application (09/589,288)

limited to, rabbits, mice, rats, etc. to induce the

production of sera containing polyclonal antibodies

specific for the antigen."

p. 234:15-19

205. The method of any one of claims 195-197,

wherein the antibody is a Fab fragment.

See supportfor Claims 195 and 203

206. The method of any one of claims 195-197,

wherein the antibody is administered to an individual.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"The agonists and antagonists may be employed in a

composition with a pharmaceutically acceptable carrier,

e.g., as described herein."

p. 331:13-14

'The agonists and antagonists of the instant may be

employed in a composition with a pharmaceutically

acceptable carrier, e.g., as described hereinafter."

p. 338:18-19

207. The method of any one of claims 195-197,

wherein the antibody is administered to a cell culture.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The invention also provides a method of screening

compounds to identify those which enhance or block the

action of Neutrokine-alpha and/or Neutrokine-alphaS

V

polypeptide on cells, such as its interaction with

Neutrokine-alpha and/or Neutrokine-alphaSV binding

molecules such as receptor molecules. An agonist is a

compound which increases the natural biological

functions of Neutrokine-alpha and/or

Neutrokine-alphaSV or which functions in a manner

similar to Neutrokine-alpha and/or Neutrokine-alphaSV

while antagonists decrease or eliminate such functions."

p. 366:9-15

"An in vitro cell proliferation, cytotoxicity, cell

survival, and cell death assay for measuring the effect of

a protein on certain cells can be performed by using

reagents well known and commonly available in the art

for detecting cell replication and/or death. . ..Such cell

proliferation and/or survival modulation activities as

can be measure in this type of assay are useful for

treating tumor, tumor metastasis, infections,

autoimmune diseases, inflammation and other

immune-related diseases."

p. 82:4-15

New Claim Support in 09/507,968

195. A method of inhibiting B lymphocytes

comprising administering an effective amount of an

"Like other members of TNF family, Neutrokine-alpha

exhibits activity on leukocytes including, for example,
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New Claim Support in 09/507,968

antibody that binds a protein whose amino acid

sequence is:

MDDSTEREQS
EMKLKECVSI
SSKDGKLLAA
LTWSFYQVA
AELQGHHAEK
GLEEAPAVTA
GEGNSSQNSR
TVTQDCLQLI
GSYTFVPWLL
KENKILVKET
YTDKTYAMGH
GDELSLVTLF
PNNSCYSAGI
LAIPRENAQI
ALKLL

RLTSCLKKRE
LPRKESPSVR
TLLLALLSCC
ALQGDLASLR
LPAGAGAPKA
GLKIFEPPAP
NKRAVQGPEE
ADSETPTIQK
SFKRGSALEE
GYFFIYGQVL
LIQRKKVHVF
RCIQNMPETL
AKLEEGDELQ
SLDGDVTFFG

wherein B lymphocytes are inhibited.

monocytes, lymphocytes (e.g., B cells) and neutrophils.

For this reason Neutrokine-alpha is active in directing

the proliferation, differentiation and migration of these

cell types."

p.67:l-4.

'The antagonists may be employed for instance to

inhibit Neutrokine-alpha-mediated and/or

Neutrokine-alphaSV-mediated chemotaxis and

activation of macrophages and their precursors, and of

neutrophils, basophils, B lymphocytes and some T-cell

subsets, e.g., activated and CD8 cytotoxic T cells and

natural killer cells, in certain auto-immune and chronic

inflammatory and infective diseases."

p. 269:28-32

"A still further embodiment of the invention is related to

a method for treating an individual in need of a

decreased level of Neutrokine-alpha and/or

Neutrokine-alphaSV activity in the body comprising,

administering to such an individual a composition

comprising a therapeutically effective amount of an

Neutrokine-alpha and/or Neutrokine-alphaSV

antagonist. Preferred antagonists for use in the present

invention are Neutrokine-alpha-specific and/or

Neutrokine-alphaSV-specific antibodies."

p. 20:1-6

"Additionally, as described in detail below, the

polypeptides of the present invention have uses that

include, but are not limited to, to raise polyclonal and

monoclonal antibodies, which are useful in assays for

detecting Neutrokine-alpha and/or Neutrokine-alphaSV

polypeptide expression as described below or as agonists

and antagonists capable of enhancing or inhibiting

Neutrokine-alpha and/or Neutrokine-alphaSV function."

p. 181:31 - p. 182:3

"Preferred antagonists for use in the present invention

are Neutrokine alpha specific and/or Neutrokine

alphaSV specific antibodies."

p. 20:5-6. See also p. 350:15 - p. 353:13

"An agonist is a compound which increases the natural

biological functions of Neutrokine-alpha and/or

Neutrokine-alphaSV or which functions in a manner

similar to Neutrokine-alpha and/or Neutrokine-alphaSV

while antagonists decrease or eliminate such functions."

p. 298:19-22

"Figures 1A and IB shows the nucleotide (SEQ ID

NO:l) and deduced amino acid (SEQ ID NO:2)

sequences of Neutrokine-alpha."
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New Claim Support in 09/507,968

p. 20:10-11

196. A method of inhibiting B lymphocyte

proliferation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte proliferation

is inhibited.

See supportfor Claim 195

197. A method of inhibiting B lymphocyte

differentiation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte

differentiation is inhibited.

See supportfor Claim 195

198. The method of any one of claims 195-197,

wherein the antibody is a monoclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Antigenic epitope-bearing peptides and polypeptides of

the invention are therefore useful to raise antibodies,

including monoclonal antibodies, that bind specifically

to a polypeptide of the invention."

p. 92:21-23

"The term "antibody" (Ab) or "monoclonal antibody"

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p. 307:6-8

"In a preferred method, antibodies according to the

present invention are mAbs. Such mAbs can be

prepared using hybridoma technology (Kohler and

Millstein, Nature 256:495-497 (1975) and U.S. Patent

No. 4,376,1 10; Harlow et al., Antibodies: A Laboratory

Manual, Cold Spring Harbor Laboratory Press, Cold

Spring Harbor, NY, 1988; Monoclonal Antibodies and

Hybridomas: A New Dimension in Biological Analyses,

Plenum Press, New York, NY, 1980: Campbell,

"Monoclonal Antibody Technology," In: Laboratory

Techniques in Biochemistry and Molecular Biology,

Volume 13 (Burdon et al, eds.), Elsevier, Amsterdam

(1984))."

p. 307:12-19

199. The method of any one of claims 195-197,

wherein the antibody is recombinantly produced.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'Methods of Producing Antibodies

The antibodies of the invention can be produced by any

method known in the art for the synthesis of antibodies,

in particular, by chemical synthesis or preferably, by

recombinant expression techniques."
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New Claim Support in 09/507,968

p. 198:13-16

200. The method of any one of claims 195-197,

wherein the antibody is a chimeric antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Where in vivo imaging is used to detect enhanced levels

of Neutrokine-alpha and/or Neutrokine-alphaSV
polypeptide for diagnosis in humans, it may be

preferable to use human antibodies or "humanized"

chimeric monoclonal antibodies. Such antibodies can be

produced using techniques described herein or otherwise

known in the art. For example methods for producing

chimeric antibodies are known in the art. See, for

review, Morrison, Science 229:1202 (1985); Oi et al.,

BioTechniques 4:214 (1986); Cabilly et al., U.S. Patent

No. 4,816,567; Taniguchi et al., EP 171496; Morrison et

al, EP 173494; Neuberger et al., WO 8601533;

Robinson et al., WO 8702671; Boulianne etal, Nature

312:643 (1984); Neuberger etal, Nature 314:26%

(1985)."

p. 250:3-12

201. The method of any one of claims 195-197,

wherein the antibody is a humanized antibody.

See supportfor Claims 195 and 200

202. The method of any one of claims 195-197,

wherein the antibody comprises human constant

domains.

See supportfor Claims 195 and 200

203. The method of any one of claims 195-197,

wherein the antibody is a F(ab'>2 fragment.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The term "antibody" (Ab) or "monoclonal antibody"

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p. 307:6-8

204. The method of any one of claims 195-197,

wherein the antibody is a polyclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Polyclonal antibodies to an antigen-of-interest can be

produced by various procedures well known in the art.

For example, a polypeptide of the invention can be

administered to various host animals including, but not

limited to, rabbits, mice, rats, etc. to induce the

production of sera containing polyclonal antibodies

specific for the antigen."

p. 190:29-33

205. The method of any one of claims 195-197,

wherein the antibody is a Fab fragment.

See supportfor Claims 195 and 203
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New Claim Support in 09/507,968

206. The method of any one of claims 195-197,

wherein the antibody is administered to an individual.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The agonists and antagonists may be employed in a

composition with a pharmaceutically acceptable carrier,

e.g., as described herein."

p. 269:26-27

'The agonists and antagonists of the instant may be

employed in a composition with a pharmaceutically

acceptable carrier, e.g., as described hereinafter."

p. 275:23-24

207. The method of any one of claims 195-197,

wherein the antibody is administered to a cell culture.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The invention also provides a method of screening

compounds to identify those which enhance or block the

action of Neutrokine-alpha and/or Neutrokine-alphaS

V

polypeptide on cells, such as its interaction with

Neutrokine-alpha and/or Neutrokine-alphaSV binding

molecules such as receptor molecules. An agonist is a

compound which increases the natural biological

functions of Neutrokine-alpha and/or

Neutrokine-alphaSV or which functions in a manner

similar to Neutrokine-alpha and/or Neutrokine-alphaSV

while antagonists decrease or eliminate such functions."

p. 298:16-22

"An in vitro cell proliferation, cytotoxicity, cell survival,

and cell death assay for measuring the effect of a protein

on certain cells can be performed by using reagents well

known and commonly available in the art for detecting

cell replication and/or death....Such cell proliferation

and/or survival modulation activities as can be measure

in this type of assay are useful for treating tumor, tumor

metastasis, infections, autoimmune diseases,

inflammation and other immune-related diseases."

p. 66:3-14

New Claim Support in 60/176,015

195. A method of inhibiting B lymphocytes

comprising administering an effective amount of an

antibody that binds a protein whose amino acid

sequence is:

MDDSTEREQS RLTSCLKKRE
EMKLKECVSI LPRKESPSVR
SSKDGKLLAA TLLLALLSCC
LTWSFYQVA ALQGDLASLR
AELQGHHAEK LPAGAGAPKA
GLEEAPAVTA GLKIFEPPAP

"Like other members ofTNF family, Neutrokine-alpha

exhibits activity on leukocytes including, for example,

monocytes, lymphocytes (e.g., B cells) and neutrophils.

For this reason Neutrokine-alpha is active in directing

the proliferation, differentiation and migration of these

cell types."

p. 61:16-19

'The antagonists may be employed for instance to

inhibit Neutrokine-alpha-mediated and/or

Neutrokine-alphaSV-mediated chemotaxis and
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New Claim Support in 60/176,015

GEGNSSQNSR NKRAVQGPEE
TVTQDCLQLI ADSETPTIQK
GSYTFVPWLL SFKRGSALEE
KENKILVKET GYFFIYGQVL
YTDKTYAMGH LIQRKKVHVF
GDELSLVTLF RCIQNMPETL
PNNSCYSAGI AKLEEGDELQ
LAIPRENAQI SLDGDVTFFG
ALKLL

wherein B lymphocytes are inhibited.

activation of macrophages and their precursors, and of

neutrophils, basophils, B lymphocytes and some T-cell

subsets, e.g., activated and CD8 cytotoxic T cells and

natural killer cells, in certain auto-immune and chronic

inflammatory and infective diseases."

p. 275:9-13

"A still further embodiment of the invention is related to

a method for treating an individual in need of a

decreased level of Neutrokine-alpha and/or

Neutrokine-alphaSV activity in the body comprising,

administering to such an individual a composition

comprising a therapeutically effective amount of an

Neutrokine-alpha and/or Neutrokine-alphaSV

antagonist. Preferred antagonists for use in the present

invention are Neutrokine-alpha-specific and/or

Neutrokine-alphaSV-specific antibodies."

p. 16:3-8

"Additionally, as described in detail below, the

polypeptides of the present invention can also be used to

raise polyclonal and monoclonal antibodies, which are

useful in assays for detecting Neutrokine-alpha and/or

Neutrokine-alphaSV polypeptide expression as

described below or as agonists and antagonists capable

of enhancing or inhibiting Neutrokine-alpha and/or

Neutrokine-alphaSV function."

p. 177:14-19

"Preferred antagonists for use in the present invention

are Neutrokine-alpha-specific and/or

Neutrokine-alphaSV-specific antibodies."

p. 16:7-8. See also p. 356:5 - p. 359:6

"An agonist is a compound which increases the natural

biological functions of Neutrokine-alpha and/or

Neutrokine-alphaSV or which functions in a manner

similar to Neutrokine-alpha and/or Neutrokine-alphaSV

while antagonists decrease or eliminate such functions."

p. 301:7-10

"Figures 1A and IB shows the nucleotide (SEQ ID

NO: 1) and deduced amino acid (SEQ ID NO:2)

sequences of Neutrokine-alpha."

p. 16:12-13

196. A method of inhibiting B lymphocyte

proliferation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte proliferation

is inhibited.

See supportfor Claim 195

197. A method of inhibiting B lymphocyte

differentiation comprising administering an effective

See supportfor Claim 195
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New Claim Support in 60/176,015

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte

differentiation is inhibited.

198. The method of any one of claims 195-197,

wherein the antibody is a monoclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Antigenic epitope-bearing peptides and polypeptides of

the invention are therefore useful to raise antibodies,

including monoclonal antibodies, that bind specifically

to a polypeptide of the invention."

p. 86:11-13

'The term "antibody" (Ab) or "monoclonal antibody"

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p. 309:32 - p. 310:2

"In a preferred method, antibodies according to the

present invention are mAbs. Such mAbs can be

prepared using hybridoma technology (Kohler and

Millstein, Nature 256:495-497 (1975) and U.S. Patent

No. 4,376,1 10; Harlow et al., Antibodies: A Laboratory

Manual, Cold Spring Harbor Laboratory Press, Cold

Spring Harbor, NY, 1988; Monoclonal Antibodies and

Hybridomas: A New Dimension in Biological Analyses,

Plenum Press, New York, NY, 1980; Campbell,

"Monoclonal Antibody Technology," In: Laboratory

Techniques in Biochemistry and Molecular Biology,

Volume 13 (Burdon et al., eds.), Elsevier, Amsterdam

(1984))."

p. 310:6-13

199. The method of any one of claims 195-197,

wherein the antibody is recombinantly produced.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Methods ofProducing Antibodies

The antibodies of the invention can be produced by any

method known in the art for the synthesis of antibodies,

in particular, by chemical synthesis or preferably, by

recombinant expression techniques."

p, 194:5-8

200. The method of any one of claims 195-197,

wherein the antibody is a chimeric antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Where in vivo imaging is used to detect enhanced levels

of Neutrokine-alpha and/or Neutrokine-alphaSV

polypeptide for diagnosis in humans, it may be

preferable to use human antibodies or "humanized"

chimeric monoclonal antibodies. Such antibodies can be
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New Claim Support in 60/176,015

produced using techniques described herein or otherwise

known in the art. For example methods for producing

chimeric antibodies are known in the art. See, for

review, Morrison, Science 229:1202 (1985); Oi et al.,

BioTechniques 4:214 (1986); Cabilly et al., U.S. Patent

No. 4,816,567; Taniguchi et al, EP 171496; Morrison et

al., EP 173494; Neuberger et al., WO 8601533;

Robinson et al, WO 8702671; Boulianne et al, Nature

312:643 (1984); Neuberger etal, Nature 314:26%

(1985)."

p. 253:27 -p. 254:4

201 The method of any one of claims 195-197,

wherein the antibody is a humanized antibody.

See support for Claims 195 and 200

202. The method of any one of claims 195-197,

wherein the antibody comprises human constant

domains.

See supportfor Claims 195 and 200

203. The method of any one of claims 195-197,

wherein the antibody is a F(ab'>2 fragment.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The term "antibody" (Ab) or "monoclonal antibody"

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p. 309:32- p. 310:2

204. The method of any one of claims 195-197,

wherein the antibody is a polyclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Polyclonal antibodies to an antigen-of-interest can be

produced by various procedures well known in the art.

For example, a polypeptide of the invention can be

administered to various host animals including, but not

limited to, rabbits, mice, rats, etc. to induce the

production of sera containing polyclonal antibodies

specific for the antigen."

p. 186:15-19

205. The method of any one of claims 195-197,

wherein the antibody is a Fab fragment.

See supportfor Claims 195 and 203

206. The method of any one of claims 195-197,

wherein the antibody is administered to an individual.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The agonists and antagonists may be employed in a

composition with a pharmaceutically acceptable carrier,

e.g., as described above."

p. 275:7-8

'The antagonists and antagonists of the instant may be

employed in a composition with a pharmaceutically
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New Claim Support in 60/176,015

acceptable carrier, e.g., as described hereinafter."

p. 276:23-25

207. The method of any one of claims 195-197,

wherein the antibody is administered to a cell culture.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The invention also provides a method of screening

compounds to identify those which enhance or block the

action of Neutrokine-alpha and/or Neutrokine-alphaSV
polypeptide on cells, such as its interaction with

Neutrokine-alpha and/or Neutrokine-alphaSV binding

molecules such as receptor molecules. An agonist is a

compound which increases the natural biological

functions of Neutrokine-alpha and/or

Neutrokine-alphaSV or which functions in a manner

similar to Neutrokine-alpha and/or Neutrokine-alphaSV

while antagonists decrease or eliminate such functions."

p. 301:4-10

"An in vitro cell proliferation, cytotoxicity and cell death

assay for measuring the effect of a protein on certain

cells can be performed by using reagents well known

and commonly available in the art for detecting cell

reolication and/or death Such cell proliferation

modulation activities as can be measure in this type of

assay are useful for treating tumor, tumor metastasis,

infections, autoimmune diseases, inflammation and

other immune-related diseases."

p. 60:14-25

New Claim Support in 60/171,626

195. A method of inhibiting B lymphocytes

comprising administering an effective amount of an

antibody that binds a protein whose amino acid

sequence is:

MDDSTEREQS RLTSCLKKRE
EMKLKECVSI LPRKESPSVR
SSKDGKLLAA TLLLALLSCC
LTWSFYQVA ALQGDLASLR
AELQGHHAEK LPAGAGAPKA
GLEEAPAVTA GLKIFEPPAP
GEGNSSQNSR NKRAVQGPEE
TVTQDCLQLI ADSETPTIQK
GSYTFVPWLL SFKRGSALEE
KENKILVKET GYFFIYGQVL
YTDKTYAMGH LIQRKKVHVF
GDELSLVTLF RCIQNMPETL
PNNSCYSAGI AKLEEGDELQ
LAIPRENAQI SLDGDVTFFG
ALKLL

"Like other members of TNF family, Neutrokine-alpha

exhibits activity on leukocytes including, for example,

monocytes, lymphocytes (e.g., B cells) and neutrophils.

For this reason Neutrokine-alpha is active in directing

the proliferation, differentiation and migration of these

cell types."

p. 59:31 - p. 60:1

'The antagonists may be employed for instance to

inhibit Neutrokine-alpha-mediated and/or

Neutrokine-alphaSV-mediated chemotaxis and

activation of macrophages and their precursors, and of

neutrophils, basophils, B lymphocytes and some T-cell

subsets, e.g., activated and CD8 cytotoxic T cells and

natural killer cells, in certain auto-immune and chronic

inflammatory and infective diseases."

p. 263:18-22

"A still further embodiment of the invention is related to

a method for treating an individual in need of a

decreased level of Neutrokine-alpha and/or
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wherein B lymphocytes are inhibited. Neutrokine-alphaSV activity in the body comprising,

administering to such an individual a composition

comprising a therapeutically effective amount of an

Neutrokine-alpha and/or Neutrokine-alphaSV

antagonist. Preferred antagonists for use in the present

invention are Neutrokine-alpha-specific and/or

Neutrokine-alphaSV-specific antibodies."

p. 15:24-29

"Additionally, as described in detail below, the

polypeptides of the present invention can also be used to

raise polyclonal and monoclonal antibodies, which are

useful in assays for detecting Neutrokine-alpha and/or

Neutrokine-alphaSV polypeptide expression as

described below or as agonists and antagonists capable

of enhancing or inhibiting Neutrokine-alpha and/or

Neutrokine-alphaSV function."

p. 172:8-13

"Preferred antagonists for use in the present invention

are Neutrokine-alpha-specific and/or

Neutrokine-alphaSV-specific antibodies."

p. 15:28-29. See also p. 342:5 - p. 345:2

"An agonist is a compound which increases the natural

biological functions of Neutrokine-alpha and/or

Neutrokine-alphaSV or which functions in a manner

similar to Neutrokine-alpha and/or Neutrokine-alphaSV

while antagonists decrease or eliminate such functions."

n 288-14-17

"Figures 1A and IB shows the nucleotide (SEQ ID

NO:l) and deduced amino acid (SEQ ID NO:2)

sequences of Neutrokine-alpha."

p. 16:1-2

196. A method of inhibiting B lymphocyte

proliferation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ED NO:2), wherein B lymphocyte proliferation

is inhibited.

See supportfor Claim 195

197. A method of inhibiting B lymphocyte

differentiation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte

differentiation is inhibited.

See supportfor Claim 195

198. The method of any one of claims 195-197,

wherein the antibody is a monoclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Antigenic epitope-bearing peptides and polypeptides of

the invention are therefore useful to raise antibodies,

including monoclonal antibodies, that bind specifically
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to a polypeptide of the invention."

p. 83:30-32

'The term "antibody" (Ab) or "monoclonal antibody"

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p. 296:30-32

"In a preferred method, antibodies according to the

present invention are mAbs. Such mAbs can be

prepared using hybridoma technology (Kohler and

Millstein, Nature 256:495-497 (1975) and U.S. Patent

No. 4,376,110; Harlow et al., Antibodies: A Laboratory

Manual, Cold Spring Harbor Laboratory Press, Cold

Spring Harbor, NY, 1988; Monoclonal Antibodies and

Hybridomas: A New Dimension in Biological Analyses,

Plenum Press New York NY 1980* CamDbell

"Monoclonal Antibody Technology," In: Laboratory

Techniques in Biochemistry and Molecular Biology,

Volume 13 (Burdon et al., eds.), Elsevier, Amsterdam

(1984))."

p. 297:3-10

199. The method of any one of claims 195-197,

wherein the antibody is recombinantly produced.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Methods ofProducing Antibodies

The antibodies of the invention can be produced by any

method known in the art for the synthesis of antibodies,

in particular, by chemical synthesis or preferably, by

recombinant expression techniques."

p. 188:16-19

200. The method of any one of claims 195-197,

wherein the antibody is a chimeric antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Where in vivo imaging is used to detect enhanced levels

of Neutrokine-alpha and/or Neutrokine-alphaSV

polypeptide for diagnosis in humans, it may be

preferable to use human antibodies or "humanized"

chimeric monoclonal antibodies. Such antibodies can be

produced using techniques described herein or otherwise

known in the art. For example methods for producing

chimeric antibodies are known in the art. See, for

review, Morrison, Science 229:1202 (1985); Oi et al.,

BioTechniques 4:214 (1986); Cabilly et al., U.S. Patent

No. 4,816,567; Taniguchi et al., EP 171496; Morrison et

al., EP 173494; Neuberger et al., WO 8601533;

Robinson et al., WO 8702671; Boulianne et al, Nature

312:643 (1984); Neuberger et al, Nature 314:26%

(1985)."
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p. 242:18-27

201. The method of any one of claims 195-197,

wherein the antibody is a humanized antibody.

See supportfor Claims 195 and 200

202. The method of any one of claims 195-197,

wherein the antibody comprises human constant

domains.

See supportfor Claims 195 and 200

203. The method of any one of claims 195-197,

wherein the antibody is a F(ab')2 fragment.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The term "antibody" (Ab) or "monoclonal antibody"

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p. 296:30-32

204. The method of any one of claims 195-197,

wherein the antibody is a polyclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Polyclonal antibodies to an antigen-of-interest can be

produced by various procedures well known in the art.

For example, a polypeptide of the invention can be

administered to various host animals including, but not

limited to, rabbits, mice, rats, etc. to induce the

production of sera containing polyclonal antibodies

specific for the antigen."

p. 181:2-6

205. The method of any one of claims 195-197,

wherein the antibody is a Fab fragment.

See supportfor Claims 195 and 203

206. The method of any one of claims 195-197,

wherein the antibody is administered to an individual.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The agonists and antagonists may be employed in a

composition with a pharmaceutically acceptable carrier,

e.g., as described above."

p. 263:16-17

'The antagonists and antagonists of the instant may be

employed in a composition with a pharmaceutically

acceptable carrier, e.g., as described hereinafter."

p. 264:31-33

207. The method of any one of claims 195-197,

wherein the antibody is administered to a cell culture.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The invention also provides a method of screening

compounds to identify those which enhance or block the

action of Neutrokine-alpha and/or Neutrokine-alphaSV
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polypeptide on cells, such as its interaction with

Neutrokine-alpha and/or Neutrokine-alphaSV binding

molecules such as receptor molecules. An agonist is a

compound which increases the natural biological

functions of Neutrokine-alpha and/or

Neutrokine-alphaSV or which functions in a manner

similar to Neutrokine-alpha and/or Neutrokine-alphaSV

while antagonists decrease or eliminate such functions/*

p. 288:11-17

"An in vitro cell proliferation, cytotoxicity and cell death

assay for measuring the effect of a protein on certain

cells can be performed by using reagents well known

and commonly available in the art for detecting cell

replication and/or death.. . .Such cell proliferation

modulation activities as can be measure in this type of

assay are useful for treating tumor, tumor metastasis,

infections, autoimmune diseases, inflammation and

other immune-related diseases."

p. 58:30 - p, 59:8

New Claim Support in ou/i / i,iuo

195. A method of inhibiting B lymphocytes

comprising administering an effective amount of an

antibody that binds a protein whose amino acid

sequence is:

MDDSTEREQS RLTSCLKKRE
EMKLKECVSI LPRKESPSVR
SSKDGKLLAA TLLLALLSCC
LTWSFYQVA ALQGDLASLR
AELQGHHAEK LPAGAGAPKA
GLEEAPAVTA GLKIFEPPAP
GEGNSSQNSR NKRAVQGPEE
TVTQDCLQLI ADSETPTIQK
GSYTFVPWLL SFKRGSALEE
KENKILVKET GYFFIYGQVL
YTDKTYAMGH LIQRKKVHVF
GDELSLVTLF RCIQNMPETL
PNNSCYSAGI AKLEEGDELQ
LAIPRENAQI SLDGDVTFFG
ALKLL

wherein B lymphocytes are inhibited.

"Like other members of TNF family, Neutrokine-alpha

exhibits activity on leukocytes including, for example,

monocytes, lymphocytes (e.g., B cells) and neutrophils.

For this reason Neutrokine-alpha is active in directing

the proliferation, differentiation and migration of these

cell types."

p. 72:12-15

'The antagonists may be employed for instance to

inhibit Neutrokine-alpha-mediated and/or

Neutrokine-alphaSV-mediated chemotaxis and

activation of macrophages and their precursors, and of

neutrophils, basophils, B lymphocytes and some T-cell

subsets, e.g., activated and CD8 cytotoxic T cells and

natural killer cells, in certain auto-immune and chronic

inflammatory and infective diseases."

p. 320:1-5

"A still further embodiment of the invention is related to

a method for treating an individual in need of a

decreased level of Neutrokine-alpha and/or

Neutrokine-alphaSV activity in the body comprising,

administering to such an individual a composition

comprising a therapeutically effective amount of an

Neutrokine-alpha and/or Neutrokine-alphaSV

antagonist. Preferred antagonists for use in the present

invention are Neutrokine-alpha-specific and/or

Neutrokine-alphaSV-specific antibodies."

p. 19:3-8
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"Additionally, as described in detail below, the

polypeptides of the present invention can also be used to

raise polyclonal and monoclonal antibodies, which are

useful in assays for detecting Neutrokine-alpha and/or

Neutrokine-alphaSV polypeptide expression as

described below or as agonists and antagonists capable

of enhancing or inhibiting Neutrokine-alpha and/or

Neutrokine-alphaSV function."

p. 209:14-19

"Preferred antagonists for use in the present invention

are Neutrokine-alpha-specific and/or

Neutrokine-alphaSV-specific antibodies."

p. 19:7-8, See also p. 415:15 - p. 419:6

"An agonist is a compound which increases the natural

biological functions of Neutrokine-alpha and/or

Neutrokine-alphaSV or which functions in a manner

similar to Neutrokine-alpha and/or Neutrokine-alphaSV

while antagonists decrease or eliminate such functions."

p. 350:12-15

"Figures 1A and IB shows the nucleotide (SEQ ID

NO:l) and deduced amino acid (SEQ ID NO:2)

sequences of Neutrokine-alpha."

p. 19:12-13

196. A method of inhibiting B lymphocyte

proliferation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte proliferation

is inhibited.

See supportfor Claim 195
*

197. A method of inhibiting B lymphocyte

differentiation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte

differentiation is inhibited.

See supportfor Claim 195

198. The method of any one of claims 195-197,

wherein the antibody is a monoclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Antigenic epitope-bearing peptides and polypeptides of

the invention are therefore useful to raise antibodies,

including monoclonal antibodies, that bind specifically

to a polypeptide of the invention."

/?. 101:19-21

'The term "antibody" (Ab) or "monoclonal antibody"

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."
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p. 360:23-25

"In a preferred method, antibodies according to the

present invention are mAbs. Such mAbs can be

prepared using hybridoma technology (Kohler and

Millstein, Nature 256:495-497 (1975) and U.S. Patent

No. 4,376,110; Harlow et al., Antibodies: A Laboratory

Manual, Cold Spring Harbor Laboratory Press, Cold

Spring Harbor, NY, 1988; Monoclonal Antibodies and

Hybridomas: A New Dimension in Biological Analyses,

Plenum Press New York NY, 1980: Campbell,

"Monoclonal Antibody Technology," In: Laboratory

Techniques in Biochemistry and Molecular Biology,

Volume 13 (Burdon et al, eds.), Elsevier, Amsterdam

(1984))."

p. 361:3-10

199. The method of any one of claims 195-197,

wherein the antibody is recombinantly produced.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Methods ofProducing Antibodies

The antibodies of the invention can be produced by any

method known in the art for the synthesis of antibodies,

in particular, by chemical synthesis or preferably, by

recombinant expression techniques."

p. 228:22-25

200. The method of any one of claims 195-197,

wherein the antibody is a chimeric antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Where in vivo imaging is used to detect enhanced levels

of Neutrokine-alpha and/or Neutrokine-alphaSV

polypeptide for diagnosis in humans, it may be

preferable to use human antibodies or "humanized"

chimeric monoclonal antibodies. Such antibodies can be

produced using techniques described herein or otherwise

known in the art. For example methods for producing

chimeric antibodies are known in the art. See, for

review, Morrison, Science 229:1202 (1985); Oi et al.,

BioTechniques 4:214 (1986); Cabilly et al., U.S. Patent

No 4 816 567* Taniauchi et al EP 171496: Morrison et

al., EP 173494; Neuberger et al., WO 8601533;

Robinson et al., WO 8702671; Boulianne et al., Nature

572:643 (1984); Neuberger et al, Nature 314:26%

(1985)."

p. 294:9-18

201. The method of any one of claims 195-197,

wherein the antibody is a humanized antibody.

See supportfor Claims 195 and 200

202. The method of any one of claims 195-197,

wherein the antibody comprises human constant

See supportfor Claims 195 and 200
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domains.

203. The method of any one of claims 195-197,

wherein the antibody is a F(ab')2 fragment.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The term "antibody" (Ab) or "monoclonal antibody"

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p. 360:23-25

204. The method of any one of claims 195-197,

wherein the antibody is a polyclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Polyclonal antibodies to an antigen-of-interest can be

produced by various procedures well known in the art.

For examole. a oolvDeDtide of the invention can be

administered to various host animals including, but not

limited to, rabbits, mice, rats, etc. to induce the

production of sera containing polyclonal antibodies

specific for the antigen."

p. 219:18-22

205. The method of any one of claims 195-197,

wherein the antibody is a Fab fragment.

See supportfor Claims 195 and 203

206. The method of any one of claims 195-197,

wherein the antibody is administered to an individual.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The agonists and antagonists may be employed in a

composition with a pharmaceutically acceptable carrier,

e.g., as described above."

p. 319:26-27

'The antagonists and antagonists of the instant may be

employed in a composition with a pharmaceutically

acceptable carrier, e.g., as described hereinafter."

p. 321:20-22

207. The method of any one of claims 195-197,

wherein the antibody is administered to a cell culture.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The invention also provides a method of screening

compounds to identify those which enhance or block the

action of Neutrokine-alpha and/or Neutrokine-alphaSV
polypeptide on cells, such as its interaction with

Neutrokine-alpha and/or Neutrokine-alphaSV binding

molecules such as receptor molecules. An agonist is a

compound which increases the natural biological

functions of Neutrokine-alpha and/or

Neutrokine-alphaSV or which functions in a manner

similar to Neutrokine-alpha and/or Neutrokine-alphaSV

while antagonists decrease or eliminate such functions."
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p. 350:9-15

"An in vitro cell proliferation, cytotoxicity and cell death

assay for measuring the effect of a protein on certain

cells can be performed by using reagents well known

and commonly available in the art for detecting cell

replication and/or death... .Such cell proliferation

modulation activities as can be measure in this type of

assay are useful for treating tumor, tumor metastasis,

infections, autoimmune diseases, inflammation and

other immune-related diseases."

p. 71:5-16

New Claim Support in 60/168,624

195. A method of inhibiting B lymphocytes

comprising administering an effective amount of an

antibody that binds a protein whose amino acid

sequence is:

MDDSTEREQS RLTSCLKKRE
EMKLKECVSI LPRKESPSVR
SSKDGKLLAA TLLLALLSCC
LTWSFYQVA ALQGDLASLR
AELQGHHAEK LPAGAGAPKA
GLEEAPAVTA GLKIFEPPAP
GEGNSSQNSR NKRAVQGPEE
TVTQDCLQLI ADSETPTIQK
GSYTFVPWLL SFKRGSALEE
KENKILVKET GYFFIYGQVL
YTDKTYAMGH LIQRKKVHVF
GDELSLVTLF RCIQNMPETL
PNNSCYSAGI AKLEEGDELQ
LAIPRENAQI SLDGDVTFFG
ALKLL

wherein B lymphocytes are inhibited.

"Like other members of TNF family, Neutrokine-alpha

exhibits activity on leukocytes including, for example,

monocytes, lymphocytes (e.g., B cells) and neutrophils.

For this reason Neutrokine-alpha is active in directing

the proliferation, differentiation and migration of these

cell types."

/?. 62:20-23

'The antagonists may be employed for instance to

inhibit Neutrokine-alpha-mediated and/or

Neutrokine-alphaSV-mediated chemotaxis and

activation of macrophages and their precursors, and of

neutrophils, basophils, B lymphocytes and some T-cell

subsets, e.g., activated and CD8 cytotoxic T cells and

natural killer cells, in certain auto-immune and chronic

inflammatory and infective diseases."

p. 215:28-32

"A still further embodiment of the invention is related to

a method for treating an individual in need of a

decreased level of Neutrokine-alpha and/or

Neutrokine-alphaSV activity in the body comprising,

administering to such an individual a composition

comprising a therapeutically effective amount of an

Neutrokine-alpha and/or Neutrokine-alphaSV

antagonist. Preferred antagonists for use in the present

invention are Neutrokine-alpha-specific and/or

Neutrokine-alphaSV-specific antibodies."

p. 16:4-9

"Additionally, as described in detail below, the

polypeptides of the present invention can also be used to

raise polyclonal and monoclonal antibodies, which are

useful in assays for detecting Neutrokine-alpha and/or

Neutrokine-alphaSV polypeptide expression as

described below or as agonists and antagonists capable

of enhancing or inhibiting Neutrokine-alpha and/or

Neutrokine-alphaSV function."
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p. 126:30 -p. 127:3

"Preferred antagonists for use in the present invention

are Neutrokine-alpha-specific and/or

Neutrokine-alphaSV-specific antibodies."

p. 16:8-9. See also p. 294:1 -p. 297:2

"An agonist is a compound which increases the natural

biological functions of Neutrokine-alpha and/or

Neutrokine-alphaSV or which functions in a manner

similar to Neutrokine-alpha and/or Neutrokine-alphaSV

while antagonists decrease or eliminate such functions."

p. 239:5-8

"Figures 1A and IB shows the nucleotide (SEQ ID

NO:l) and deduced amino acid (SEQ ID NO:2)

sequences of Neutrokine-alpha."

p. 16:13-14

196. A method of inhibiting B lymphocyte

proliferation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte proliferation

is inhibited.

See supportfor Claim 195

197. A method of inhibiting B lymphocyte

differentiation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte

differentiation is inhibited.

See supportfor Claim 195

198. The method of any one of claims 195-197,

wherein the antibody is a monoclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Antigenic epitope-bearing peptides and polypeptides of

the invention are therefore useful to raise antibodies,

including monoclonal antibodies, that bind specifically

to a polypeptide of the invention."

p. 87:14-16

"The term "antibody" (Ab) or "monoclonal antibody"

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p. 247:30-32

"In a preferred method, antibodies according to the

present invention are mAbs. Such mAbs can be

prepared using hybridoma technology (Kohler and

Millstein, Nature 256:495-497 (1975) and U.S. Patent

No. 4,376,1 10; Harlow et al., Antibodies: A Laboratory

Manual, Cold Spring Harbor Laboratory Press, Cold

Spring Harbor, NY, 1988; Monoclonal Antibodies and
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Hybridomas: A New Dimension in Biological Analyses,

Plenum Press, New York, NY, 1980; Campbell,

"Monoclonal Antibody Technology," In: Laboratory

Techniques in Biochemistry and Molecular Biology,

Volume 13 (Burdon et al., eds.), Elsevier, Amsterdam

(1984))."

p. 248:4-11

199. The method of any one of claims 195-197,

wherein the antibody is recombinantly produced.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'^Methods of Producing Antibodies

The antibodies of the invention can be produced by any

method known in the art for the synthesis of antibodies,

in particular, by chemical synthesis or preferably, by

recombinant expression techniques."

p. 147:19-22

200. The method of any one of claims 195-197,

wherein the antibody is a chimeric antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Where in vivo imaging is used to detect enhanced levels

of Neutrokine-alpha and/or Neutrokine-alphaSV

polypeptide for diagnosis in humans, it may be

preferable to use human antibodies or "humanized"

chimeric monoclonal antibodies. Such antibodies can be

produced using techniques described herein or otherwise

known in the art. For example methods for producing

chimeric antibodies are known in the art. See, for

review, Morrison, Science 229:1202 (1985); Oi et al,

BioTechniques 4:214 (1986); Cabilly et al., U.S. Patent

No. 4,816,567; Taniguchi et al, EP 171496; Morrison et

al., EP 173494; Neuberger et al., WO 8601533;

Robinson et al., WO 8702671; Boulianne etal. f Nature

372:643 (1984); Neuberger etal, Nature 374:268

(1985)."

p. 195:20-29

201. The method of any one of claims 195-197,

wherein the antibody is a humanized antibody.

See supportfor Claims 195 and 200

202. The method of any one of claims 195-197,

wherein the antibody comprises human constant

domains.

See supportfor Claims 195 and 200

203. The method of any one of claims 195-197,

wherein the antibody is a F(ab')2 fragment.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The term "antibody" (Ab) or "monoclonal antibody"

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."
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p. 247:30-32

204. The method of any one of claims 195-197,

wherein the antibody is a polyclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Polyclonal antibodies to an antigen-of-interest can be

produced by various procedures well known in the art.

For example, a polypeptide of the invention can be

administered to various host animals including, but not

limited to, rabbits, mice, rats, etc. to induce the

production of sera containing polyclonal antibodies

specific for the antigen."

p. 139:27-31

205. The method of any one of claims 195-197,

wherein the antibody is a Fab fragment.

See supportfor Claims 195 and 203

206. The method of any one of claims 195-197,

wherein the antibody is administered to an individual.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The agonists and antagonists may be employed in a

composition with a pharmaceutically acceptable carrier,

e.g., as described above."

p. 215:26-27

'The antagonists and antagonists of the instant may be

employed in a composition with a pharmaceutically

acceptable carrier, e.g., as described hereinafter."

p. 217:10-12

207. The method of any one of claims 195-197,

wherein the antibody is administered to a cell culture.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The invention also provides a method of screening

compounds to identify those which enhance or block the

action of Neutrokine-alpha and/or Neutrokine-alphaSV

polypeptide on cells, such as its interaction with

Neutrokine-alpha and/or Neutrokine-alphaSV binding

molecules such as receptor molecules. An agonist is a

compound which increases the natural biological

functions of Neutrokine-alpha and/or

Neutrokine-alphaSV or which functions in a manner

similar to Neutrokine-alpha and/or Neutrokine-alphaSV

while antagonists decrease or eliminate such functions."

p. 239:2-8

"An in vitro cell proliferation, cytotoxicity and cell death

assay for measuring the effect of a protein on certain

cells can be performed by using reagents well known

and commonly available in the art for detecting cell

replication and/or death....Such cell proliferation

modulation activities as can be measure in this type of

assay are useful for treating tumor, tumor metastasis,

infections, autoimmune diseases, inflammation and
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other immune-related diseases."

p. 61:18-29

New Claim Support in 60/167,239

195. A method of inhibiting B lymphocytes

comprising administering an effective amount of an

antibody that binds a protein whose amino acid

sequence is:

MDDSTEREQS RLTSCLKKRE
EMKLKECVSI LPRKESPSVR
SSKDGKLLAA TLLLALLSCC
LTWSFYQVA ALQGDLASLR
AELQGHHAEK LPAGAGAPKA
GLEEAPAVTA GLKIFEPPAP
GEGNSSQNSR NKRAVQGPEE
TVTQDCLQLI ADSETPTIQK
GSYTFVPWLL SFKRGSALEE
KENKILVKET GYFFIYGQVL
YTDKTYAMGH LIQRKKVHVF
GDELSLVTLF RCIQNMPETL
PNNSCYSAGI AKLEEGDELQ
LAIPRENAQI SLDGDVTFFG
ALKLL

wherein B lymphocytes are inhibited.

"Like other members of TNF family, Neutrokine-alpha

exhibits activity on leukocytes including, for example,

monocytes, lymphocytes (e.g., B cells) and neutrophils.

For this reason Neutrokine-alpha is active in directing

the proliferation, differentiation and migration of these

cell types."

p. 59:29-32

'The antagonists may be employed for instance to

inhibit Neutrokine-alpha-mediated and/or

Neutrokine-alphaSV-mediated chemotaxis and

activation of macrophages and their precursors, and of

neutrophils, basophils, B lymphocytes and some T-cell

subsets, e.g., activated and CD8 cytotoxic T cells and

natural killer cells, in certain auto-immune and chronic

inflammatory and infective diseases."

p. 208:13-17

"A still further embodiment of the invention is related to

a method for treating an individual in need of a

decreased level of Neutrokine-alpha and/or

Neutrokine-alphaSV activity in the body comprising,

administering to such an individual a composition

comprising a therapeutically effective amount of an

Neutrokine-alpha and/or Neutrokine-alphaSV

antagonist. Preferred antagonists for use in the present

invention are Neutrokine-alpha-specific and/or

Neutrokine-alphaSV-specific antibodies."

p, 15:22-27

"Additionally, as described in detail below, the

polypeptides of the present invention can also be used to

raise polyclonal and monoclonal antibodies, which are

useful in assays for detecting Neutrokine-alpha and/or

Neutrokine-alphaSV polypeptide expression as

described below or as agonists and antagonists capable

of enhancing or inhibiting Neutrokine-alpha and/or

Neutrokine-alphaSV function."

p. 122:10-15

"Preferred antagonists for use in the present invention

are Neutrokine-alpha-specific and/or

Neutrokine-alphaSV-specific antibodies."

p. 15:26-27. See also p. 284:13 -p. 287:11

"An agonist is a compound which increases the natural

biological functions of Neutrokine-alpha and/or

Neutrokine-alphaSV or which functions in a manner
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similar to Neutrokine-alpha and/or Neutrokine-alphaSV

while antagonists decrease or eliminate such functions."

p. 231:4-7

"Figures 1A and IB shows the nucleotide (SEQ ID

NO:l) and deduced amino acid (SEQ ID NO:2)

sequences of Neutrokine-alpha."

p. 15:31-32

196. A method of inhibiting B lymphocyte

proliferation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte proliferation

is inhibited.

See supportfor Claim 195

197. A method of inhibiting B lymphocyte

differentiation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte

differentiation is inhibited.

See supportfor Claim 195

198. The method of any one of claims 195-197,

wherein the antibody is a monoclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Antigenic epitope-bearing peptides and polypeptides of

the invention are therefore useful to raise antibodies,

including monoclonal antibodies, that bind specifically

to a polypeptide of the invention."

p. 83:30-32

'The term "antibody" (Ab) or "monoclonal antibody"

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p. 239:23-25

"In a preferred method, antibodies according to the

present invention are mAbs. Such mAbs can be

prepared using hybridoma technology (Kohler and

Millstein, Nature 256:495-497 (1975) and U.S. Patent

No. 4,376,1 10; Harlow et al., Antibodies: A Laboratory

Manual, Cold Spring Harbor Laboratory Press, Cold

Spring Harbor, NY, 1988; Monoclonal Antibodies and

Hybridomas: A New Dimension in Biological Analyses,

Plenum Press, New York, NY, 1980; Campbell,

"Monoclonal Antibody Technology," In: Laboratory

Techniques in Biochemistry and Molecular Biology,

Volume 13 (Burdon et al., eds.), Elsevier, Amsterdam

(1984))"

p. 239:29 -p. 240:3

199. The method of any one of claims 195-197, See supportfor Claim 195 and in addition thefollowing
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wherein the antibody is recombinantly produced. disclosure:

"Methods of Producing Antibodies

The antibodies of the invention can be produced by any

method known in the art for the synthesis of antibodies,

in particular, by chemical synthesis or preferably, by

recombinant expression techniques."

p. 142:10-13

200. The method of any one of claims 195-197,

wherein the antibody is a chimeric antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Where in vivo imaging is used to detect enhanced levels

of Neutrokine-alpha and/or Neutrokine-alphaSV

polypeptide for diagnosis in humans, it may be

preferable to use human antibodies or "humanized"

chimeric monoclonal antibodies. Such antibodies can be

produced using techniques described herein or otherwise

known in the art. For example methods for producing

chimeric antibodies are known in the art. See, for

review, Morrison, Science 229:1202 (1985); Oi et al.,

BioTechniques 4:214 (1986); Cabilly et al., U.S. Patent

No. 4,816,567; Taniguchi et al., EP 171496; Morrison et

al., EP 173494; Neuberger et al., WO 8601533;

Robinson et al., WO 8702671; Boulianne et al, Nature

312:643 (1984); Neuberger et al, Nature 314:26%

(1985)."

p. 188:26- p. 189:2

201. The method of any one of claims 195-197,

wherein the antibody is a humanized antibody.

See supportfor Claims 195 and 200

202. The method of any one of claims 195-197,

wherein the antibody comprises human constant

domains.

See supportfor Claims 195 and 200

203. The method of any one of claims 195-197,

wherein the antibody is a F(ab*>2 fragment.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"The term "antibodv" (Ab) or "monoclonal antibody

"

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p. 239:23-25

204. The method of any one of claims 195-197,

wherein the antibody is a polyclonal antibody.

See support for Claim 195 and in addition thefollowing

disclosure:

"Polyclonal antibodies to an antigen-of-interest can be

produced by various procedures well known in the art.

For example, a polypeptide of the invention can be

administered to various host animals including, but not
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limited to, rabbits, mice, rats, etc. to induce the

production of sera containing polyclonal antibodies

specific for the antigen."

p. 134:27-31

205. The method of any one of claims 195-197,

wherein the antibody is a Fab fragment.

See supportfor Claims 195 and 203

206. The method of any one of claims 195-197,

wherein the antibody is administered to an individual.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The agonists and antagonists may be employed in a

composition with a pharmaceutically acceptable carrier,

e.g., as described above."

p. 208:11-12

'The antagonists and antagonists of the instant may be

employed in a composition with a pharmaceutically

acceptable carrier, e.g., as described hereinafter."

p, 209:26-28

207. The method of any one of claims 195-197,

wherein the antibody is administered to a cell culture.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The invention also provides a method of screening

compounds to identify those which enhance or block the

action of Neutrokine-alpha and/or Neutrokine-alphaSV
polypeptide on cells, such as its interaction with

Neutrokine-alpha and/or Neutrokine-alphaSV binding

molecules such as receptor molecules. An agonist is a

compound which increases the natural biological

functions of Neutrokine-alpha and/or

Neutrokine-alphaSV or which functions in a manner

similar to Neutrokine-alpha and/or Neutrokine-alphaSV
while antagonists decrease or eliminate such functions."

p. 231:1-7

"An in vitro cell proliferation, cytotoxicity and cell death

assay for measuring the effect of a protein on certain

cells can be performed by using reagents well known

and commonly available in the art for detecting cell

replication and/or death.... Such cell proliferation

modulation activities as can be measure in this type of

assay are useful for treating tumor, tumor metastasis,

infections, autoimmune diseases, inflammation and

other immune-related diseases."

p. 58:28 -p. 59:6

New Claim Support in 60/145,824

195. A method of inhibiting B lymphocytes

comprising administering an effective amount of an

antibody that binds a protein whose amino acid

"Like other members of TNF family, Neutrokine-alpha

exhibits activity on leukocytes including, for example,

monocytes, lymphocytes (e.g., B cells) and neutrophils.
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sequence is: For this reason Neutrokine-alpha is active in directing

the proliferation differentiation and migration of these

MDDSTEREQS RLTSCLKKRE cell tvoes."

EMKLKECVSI LPRKESPSVR v 56:25-28

SSKDGKLLAA mT T T 7V T T C t^f~*TLLiLALixjb
T Jill TT T^ T~1^ 7"/™\T TTiLTWSFYQVA ALQGDLASLR "The antagonists mav be emDloved for instance to

AELQGHHAEK T r>TkOTVr<Ti Til/TVLiPAGAGAPKA inhibit Nentrnkine-alnha and/or Neutrokine-alDhaSV the
T V 1 1 | » i*^ TV T fill TVGLEEAPAVTA GLKIFEPPAP r"li(»mnta Yi« nnrl artivatinn of mflrronhapes and their

CjEONbbUJNoK JMJ\KAV yvjf iLrj rvrppurcnrc nnH n"f npntrnnhils hasnnhil*; R lvmnhocvtes

and some T-cell subsets e & activated and CD

8

Vjo I 1 r V r*WJjJ-i C T?TTPP C A T .FF cvtotoxic T cells and natural killer cells, in certain

VFMPCT T

,

\TKFT GYFFIYGOVL auto-immune and chronic inflanimatorv and infective

LIORKKVHVF diseases."

GDELSLVTLF RCIONMPETL p. 162:18-22
AKLEEGDELO

T.ATPRFNAOI SLDGDVTFFG "A still further embodiment of the invention is related to^ A O till 1 Ul IfrJ J^/l VlllVV/vkl lllVlIk V/ A LA AV All A T V*KUVil *U A VXM\>W ^ ^-,r

AT.TCT.Ti a mfthnd fnr treating an individual in need of a%X lllvtilvvl 1. vJl Ul VULllig 1411 IHUi T 1UUU1 AAA I1VWU VA fc*

dprreaspH lpvel of Neutrokine-aloha and/orUvvl vClJvw lv t vl V/l A> 'vU Ll V/lvil lv V*AU11U UI1U/ VJA

wherein B lymphocytes are inhibited. Neutrokine-alDhaSV activitv in the bodv comprising,

administering to such an individual a composition

comprising a therapeutically effective amount of an

Neutrokine-alpha and/or Neutrokine-alphaSV

antagonist. Preferred antagonists for use in the present

invention are Neutrokine-alpha-specific and/or

Neutrokine-alphaSV-specific antibodies."

"Additional lv. as described in detail below, the

nolvnentides of the nresent invention can also be used to

raise polyclonal and monoclonal antibodies, which are

useful in assays for detecting Neutrokine-alpha and/or

Neutrokine-alohaSV DolvDeotide expression as

described below or as agonists and antagonists capable

of enhancing or inhibiting Neutrokine-alpha and/or

Neutrokine-alphaSV function."

p. 116:21-26

"Preferred antagonists for use in the present invention

are Neutrokine-aloha-soecific and/or4X1 W 1 ™VUU VflVl llW VAA L/l 1U JL/VVI AIV AAA AX**S V*

Neutrokine-alnhaSV-SDecific antibodies."

p. 16:8-9

"An agonist is a compound which increases the natural

biological functions of Neutrokine-alpha and/or

Neutrokine-alohaSV or which functions in a manner

similar to Neutrokine-alpha and/or Neutrokine-alphaSV

while antagonists decrease or eliminate such functions."

p. 178:28-31

"Figures 1A and IB shows the nucleotide (SEQ ID

N0:1) and deduced amino acid (SEQ ID NO:2)

sequences of Neutrokine-alpha."

p. 16:13-14
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196. A method of inhibiting B lymphocyte

proliferation comprising administering an effective

amount of an antibody that binds Neutrokine-aipha

(SEQ ID NO:2), wherein B lymphocyte proliferation

is inhibited.

See supportfor Claim 195

197. A method of inhibiting B lymphocyte

differentiation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte

differentiation is inhibited.

See supportfor Claim 195

198. The method of any one of claims 195-197,

wherein the antibody is a monoclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Antigenic epitope-bearing peptides and polypeptides of

the invention are therefore useful to raise antibodies,

including monoclonal antibodies, that bind specifically

to a polypeptide of the invention."

p. 76:15-17

'The term "antibody" (Ab) or "monoclonal antibody"

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p. 187:24-26

"In the most preferred method, the antibodies of the

present invention are monoclonal antibodies (or

Neutrokine-alpha and/or Neutrokine-alphaSV
polypeptide binding fragments thereof). Such

monoclonal antibodies can be prepared using hybridoma

technology (Kohler et al, Nature 256:495 (1975);

Kohler et al, Eur. J. Immunol. 6:5 1 1 (1976); Kohler et

al., Eur. J. Immunol. 6:292 (1976); Hammerling et al.,

in: Monoclonal Antibodies and T-Cell Hybridomas,

Elsevier, N.Y., (1981) pp. 563-681 )."

p. 123:11-17

199. The method of any one of claims 195-197,

wherein the antibodv is recombinantlv produced.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Alternatively, antibodies of the present invention can

be produced through the application of recombinant

DNA technology"

p. 124:21-22

200. The method of any one of claims 195-197,

wherein the antibody is a chimeric antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Where in vivo imaging is used to detect enhanced levels

of Neutrokine-alpha and/or Neutrokine-alphaSV
polypeptide for diagnosis in humans, it may be
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preferable to use human antibodies or "humanized"

chimeric monoclonal antibodies. Such antibodies can be

produced using techniques described herein or otherwise

known in the art. For example methods for producing

chimeric antibodies are known in the art. See, for

review, Morrison, Science 229:1202 (1985); Oi et al.,

BioTechniques 4:214 (1986); Cabilly et al., U.S. Patent

No 4 816 567* Tanieuchi et al EP 171496* Morrison et

al., EP 173494; Neuberger et al., WO 8601533;

Robinson et al., WO 8702671; Boulianne et al, Nature

572:643 (1984); Neuberger etal, Nature 574:268

(1985)."

p. 145:32 -p. 146:9

201 The method of anv one of claims 195-197

wherein the antibody is a humanized antibody.

See suDDort for Claims 195 and 200

202. The method of any one of claims 195-197,

wherein the antibody comprises human constant

domains.

See supportfor Claims 195 and 200

203. The method of any one of claims 195-197,

wherein the antibody is a F(ab')2 fragment.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"The term "antibodv" (Ah) or "monoclonal antibodv"J* Alv Ivl 111 fill tl1/WvJ \ * J V^l lllvllWlVllUl Ulllrl T

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p. 187:24-26

204. The method of any one of claims 195-197,

wherein the antibody is a polyclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

" cpII*; pxnrpQ^inp the* Nputrokine-aloha and/or

Neutrokine-alphaSV polypeptide or an antigenic

fragment thereof can be administered to an animal in

order to induce the production of sera containing

polyclonal antibodies."

p. 725:4-6

205. The method of any one of claims 195-197,

wherein the antibody is a Fab fragment.

See supportfor Claims 195 and 203

206. The method of any one of claims 195-197,

wherein the antibody is administered to an individual.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The agonists and antagonists may be employed in a

composition with a pharmaceutically acceptable carrier,

e.g., as described above."

p. 162:16-17

'The antagonists and antagonists of the instant may be

employed in a composition with a pharmaceutically

Application No.: 09/589,288 1-30 Docket No.: PF343P3C5



New Claim Support in 60/145,824

acceptable carrier, e.g., as described hereinafter."

p. 163:26-28

207. The method of any one of claims 195-197,

wherein the antibody is administered to a cell culture.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The invention also provides a method of screening

compounds to identify those which enhance or block the

action of Neutrokine-alpha and/or Neutrokine-alphaS

V

polypeptide on cells, such as its interaction with

Neutrokine-alpha and/or Neutrokine-alphaSV binding

molecules such as receptor molecules. An agonist is a

compound which increases the natural biological

functions of Neutrokine-alpha and/or

Neutrokine-alphaSV or which functions in a manner

similar to Neutrokine-alpha and/or Neutrokine-alphaSV

while antagonists decrease or eliminate such functions."

p. 178:25-31

"An in vitro cell proliferation, cytotoxicity and cell death

assay for measuring the effect of a protein on certain

cells can be performed by using reagents well known

and commonly available in the art for detecting cell

replication and/or death.. ..Such cell proliferation

modulation activities as can be measure in this type of

assay are useful for treating tumor, tumor metastasis,

infections, autoimmune diseases, inflammation and

other immune-related diseases."

p. 55:22 - p. 56:2

New Claim Support in 60/142,659

195. A method of inhibiting B lymphocytes

comprising administering an effective amount of an

antibody that binds a protein whose amino acid

sequence is:

MDDSTEREQS RLTSCLKKRE
EMKLKECVSI LPRKESPSVR
SSKDGKLLAA TLLLALLSCC
LTWSFYQVA ALQGDLASLR
AELQGHHAEK LPAGAGAPKA
GLEEAPAVTA GLKIFEPPAP
GEGNSSQNSR NKRAVQGPEE
TVTQDCLQLI ADSETPTIQK
GSYTFVPWLL SFKRGSALEE
KENKILVKET GYFFIYGQVL
YTDKTYAMGH LIQRKKVHVF
GDELSLVTLF RCIQNMPETL
PNNSCYSAGI AKLEEGDELQ
LAIPRENAQI SLDGDVTFFG
ALKLL

"Like other members ofTNF family, Neutrokine-alpha

exhibits activity on leukocytes including, for example,

monocytes, lymphocytes (e.g., B cells) and neutrophils.

For this reason Neutrokine-alpha is active in directing

the proliferation, differentiation and migration of these

cell types."

p. 56:25-28

'The antagonists may be employed for instance to

inhibit Neutrokine-alpha and/or Neutrokine-alphaSV the

chemotaxis and activation of macrophages and their

precursors, and of neutrophils, basophils, B lymphocytes

and some T-cell subsets, e.g., activated and CD8
cytotoxic T cells and natural killer cells, in certain

auto-immune and chronic inflammatory and infective

diseases."

p. 160:28-32

"A still further embodiment of the invention is related to

a method for treating an individual in need of a

decreased level of Neutrokine-alpha and/or
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wherein B lymphocytes are inhibited. Neutrokine-alphaSV activity in the body comprising,

administering to such an individual a composition

comprising a therapeutically effective amount of an

Neutrokine-alpha and/or Neutrokine-alphaSV

antagonist. Preferred antagonists for use in the present

invention are Neutrokine-alpha-specific and/or

Neutrokine-alphaSV-specific antibodies."

p. 16:4-9

"Additionally, as described in detail below, the

polypeptides of the present invention can also be used to

raise polyclonal and monoclonal antibodies, which are

useful in assays for detecting Neutrokine-alpha and/or

Neutrokine-alphaSV polypeptide expression as

described below or as agonists and antagonists capable

of enhancing or inhibiting Neutrokine-alpha and/or

Neutrokine-alphaSV function."

p. 116:21-26

"Preferred antagonists for use in the present invention

are Neutrokine-alpha-specific and/or

Neutrokine-alphaSV-specific antibodies."

p. 16:8-9

"An agonist is a compound which increases the natural

biological functions of Neutrokine-alpha and/or

Neutrokine-alphaSV or which functions in a manner

similar to Neutrokine-alpha and/or Neutrokine-alphaSV

while antagonists decrease or eliminate such functions."

p. 176:23-26

"Figures 1A and IB shows the nucleotide (SEQ ID

NO:l) and deduced amino acid (SEQ ID NO:2)

sequences of Neutrokine-alpha."

p. 16:13-14

196. A method of inhibiting B lymphocyte

proliferation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte proliferation

is inhibited.

See supportfor Claim 195

197. A method of inhibiting B lymphocyte

differentiation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte

differentiation is inhibited.

See supportfor Claim 195

198. The method of any one of claims 195-197,

wherein the antibody is a monoclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Antigenic epitope-bearing peptides and polypeptides of

the invention are therefore useful to raise antibodies,

including monoclonal antibodies, that bind specifically
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to a polypeptide of the invention."

p. 76:15-17

'The term "antibody" (Ab) or "monoclonal antibody"

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p. 185:15-17

"In the most preferred method, the antibodies of the

present invention are monoclonal antibodies (or

Neutrokine-alpha and/or Neutrokine-alphaSV

polypeptide binding fragments thereof). Such

monoclonal antibodies can be prepared using hybridoma

technology (Kohler et al, Nature 256:495 (1975);

Kohler et al., Eur. J. Immunol. 6:511 (1976); Kohler et

al., Eur. J. Immunol. 6:292 (1976); Hammerling et al.,

in: Monoclonal Antibodies and T-Cell Hybridomas,

Elsevier, N.Y., (1981) pp. 563-681 )."

p. 123:11-17

199. The method of any one of claims 195-197,

wherein the antibody is recombinantly produced.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Alternatively, antibodies of the present invention can

be produced through the application of recombinant

DNA technology"

p. 124:21-22

200. The method of any one of claims 195-197,

wherein the antibody is a chimeric antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Where in vivo imaging is used to detect enhanced levels

of Neutrokine-alpha and/or Neutrokine-alphaSV

polypeptide for diagnosis in humans, it may be

preferable to use human antibodies or "humanized"

chimeric monoclonal antibodies. Such antibodies can be

produced using techniques described herein or otherwise

known in the art. For example methods for producing

chimeric antibodies are known in the art. See, for

review, Morrison, Science 229:1202 (1985); Oi et al.,

BioTechniques 4:214 (1986); Cabilly et al., U.S. Patent

No. 4,816,567; Taniguchi et al., EP 171496; Morrison et

al., EP 173494; Neuberger et al., WO 8601533;

Robinson et al., WO 8702671; Boulianne et al., Nature

372:643 (1984); Neuberger et al, Nature 314:268

(1985)."

p. 145:32- /?. 146:9

201. The method of any one of claims 195-197,

wherein the antibody is a humanized antibody.

See supportfor Claims 195 and 200
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202. The method of any one of claims 195-197,

wherein the antibody comprises human constant

domains.

See supportfor Claims 195 and 200

203. The method of any one of claims 195-197,

wherein the antibody is a F(ab')2 fragment.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The term "antibody" (Ab) or "monoclonal antibody"

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p. 185:15-17

204. The method of any one of claims 195-197,

wherein the antibody is a polyclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

" cells expressing the Neutrokine-alpha and/or

Neutrokine-alphaSV polypeptide or an antigenic

fragment thereof can be administered to an animal in

order to induce the production of sera containing

polyclonal antibodies."

p. 123:4-6

205. The method of any one of claims 195-197,

wherein the antibody is a Fab fragment.

See supportfor Claims 195 and 203

206. The method of any one of claims 195-197,

wherein the antibody is administered to an individual.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The agonists and antagonists may be employed in a

composition with a pharmaceutical^ acceptable carrier,

e.g., as described above."

p. 160:26-27

'The antagonists and antagonists of the instant may be

employed in a composition with a pharmaceutically

acceptable carrier, e.g., as described hereinafter."

p. 162:5-7

207. The method of any one of claims 195-197,

wherein the antibody is administered to a cell culture.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The invention also provides a method of screening

compounds to identify those which enhance or block the

action of Neutrokine-alpha and/or Neutrokine-alphaSV

polypeptide on cells, such as its interaction with

Neutrokine-alpha and/or Neutrokine-alphaSV binding

molecules such as receptor molecules. An agonist is a

compound which increases the natural biological

functions of Neutrokine-alpha and/or

Neutrokine-alphaSV or which functions in a manner

similar to Neutrokine-alpha and/or Neutrokine-alphaSV

while antagonists decrease or eliminate such functions."
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p. 176:20-26

"An in vitro cell proliferation, cytotoxicity and cell death

assay for measuring the effect of a protein on certain

cells can be performed by using reagents well known

and commonly available in the art for detecting cell

replication and/or death. . ..Such cell proliferation

modulation activities as can be measure in this type of

assay are useful for treating tumor, tumor metastasis,

infections, autoimmune diseases inflammation and other

immune-related diseases."

p. 55:22 - p. 56:2

New Claim Support in 60/136,784

195 . A method of inhibiting B lymphocytes

comprising administering an effective amount of an

antibody that binds a protein whose amino acid

sequence is:

MDDSTEREQS RLTSCLKKRE
EMKLKECVSI LPRKESPSVR
SSKDGKLLAA TLLLALLSCC
LTWSFYQVA ALQGDLASLR
AELQGHHAEK LPAGAGAPKA
GLEEAPAVTA GLKIFEPPAP
GEGNSSQNSR NKRAVQGPEE
TVTQDCLQLI ADSETPTIQK
GSYTFVPWLL SFKRGSALEE
KENKILVKET GYFFIYGQVL
YTDKTYAMGH LIQRKKVHVF
GDELSLVTLF RCIQNMPETL
PNNSCYSAGI AKLEEGDELQ
LAIPRENAQI SLDGDVTFFG
ALKLL

wherein B lymphocytes are inhibited.

-

"Like other members of TNF family, Neutrokine-alpha

exhibits activity on leukocytes including, for example,

monocytes, lymphocytes (e.g., B cells) and neutrophils.

For this reason Neutrokine-alpha is active in directing

the proliferation, differentiation and migration of these

cell types."

p. 47:27-30

'The antagonists may be employed for instance to

inhibit Neutrokine-alpha and/or Neutrokine-alphaSV the

chemotaxis and activation of macrophages and their

precursors, and of neutrophils, basophils, B lymphocytes

and some T-cell subsets, e.g., activated and CD8
cytotoxic T cells and natural killer cells, in certain

auto-immune and chronic inflammatory and infective

diseases."

p. 121:25-29

"A still further embodiment of the invention is related to

a method for treating an individual in need of a

decreased level of Neutrokine-alpha and/or

Neutrokine-alphaSV activity in the body comprising,

administering to such an individual a composition

comprising a therapeutically effective amount of an

Neutrokine-alpha and/or Neutrokine-alphaSV

antagonist. Preferred antagonists for use in the present

invention are Neutrokine-alpha-specific and/or

Neutrokine-alphaSV-specific antibodies."

p 13:15-20

"Additionally, as described in detail below, the

polypeptides of the present invention can also be used to

raise polyclonal and monoclonal antibodies, which are

useful in assays for detecting Neutrokine-alpha and/or

Neutrokine-alphaSV polypeptide expression as

described below or as agonists and antagonists capable

of enhancing or inhibiting Neutrokine-alpha and/or

Neutrokine-alphaSV function."
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p. 95:18-23

"Preferred antagonists for use in the present invention

are Neutrokine-alpha-specific and/or

Neutrokine-alphaSV-specific antibodies."

/?. 13:19-20

"An agonist is a compound which increases the natural

biological functions of Neutrokine-alpha and/or

Neutrokine-alphaSV or which functions in a manner

similar to Neutrokine-alpha and/or Neutrokine-alphaSV

while antagonists decrease or eliminate such functions."

/?. 131:15-18

"Figures 1A and IB shows the nucleotide (SEQ ID

NO:l) and deduced amino acid (SEQ ID NO:2)

sequences of Neutrokine-alpha."

p. 13:24-25

196. A method of inhibiting B lymphocyte

proliferation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte proliferation

is inhibited.

See supportfor Claim 195

197. A method of inhibiting B lymphocyte

differentiation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte

differentiation is inhibited.

See supportfor Claim 195

198. The method of any one of claims 195-197,

wherein the antibody is a monoclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Antigenic epitope-bearing peptides and polypeptides of

the invention are therefore useful to raise antibodies,

including monoclonal antibodies, that bind specifically

to a polypeptide of the invention."

p. 62:37 - p. 63:2

'The term "antibody" (Ab) or "monoclonal antibody"

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p. 138:24-26

"In the most preferred method, the antibodies of the

present invention are monoclonal antibodies (or

Neutrokine-alpha and/or Neutrokine-alphaSV

polypeptide binding fragments thereof). Such

monoclonal antibodies can be prepared using hybridoma

technology (Kohler et al, Nature 256:495 (1975);

Kohler et al, Eur. J. Immunol 6:51 1 (1976); Kohler et
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al., Eur. J. Immunol. 6:292 (1976); Hammerling et al.,

in: Monoclonal Antibodies and 7-Cell Hybridomas,
Elsevier, N.Y., (1981) pp. 563-681 )."

p. 100:28-34

199. The method of any one of claims 195-197,

wfiprpin thp nntiHoHv i<; rerombinantlv nroducedWil&l&lll lilt/ d 1 1 LI U\J\1J ID 1 t/C<l_/l 11 L/l 1 1 11 Y L/lWUvvU

.

See supportfor Claim 195 and in addition thefollowing

disclosure'

"Alternatively, antibodies of the present invention can

be produced through the application of recombinant

DNA technology"

p. 101:30-31

200. The method of any one of claims 195-197,

wherein the antibody is a chimeric antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Where in vivo imaging is used to detect enhanced levels

of Neutrokine-alpha and/or Neutrokine-alphaSV

polypeptide for diagnosis in humans, it may be

preferable to use "humanized" chimeric monoclonal

antibodies....Methods for producing chimeric antibodies

are known in the art. See, for review, Morrison, Science

229:1202 (1985); Oi et ah, BioTechniques 4:214 (1986);

Cabillv et al US Patent No 4 816 567* Tanieuchi et

aL, EP 171496; Morrison et al, EP 173494; Neuberger

et al., WO 8601533; Robinson et aL, WO 8702671;

Boulianne et al, Nature 312:643 (1984); Neuberger et

al, Nature 374:268 (1985)."

p. 116:20-29

?01 The method of anv one of claims 195-197

wherein the antibody is a humanized antibody.

See suvvort for Claims 1 95 and 200

202. The method of any one of claims 195-197,

wherein the antibody comprises human constant

domains.

See supportfor Claims 195 and 200

203. The method of any one of claims 195-197,

wherein the antibody is a F(ab')2 fragment.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Thf* fprm "antihodv" ( Ah^ nr "monnHonfll flntiHodv"

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p. 138:24-26

204 The method of anv one of claims 195-197.

wherein the antibody is a polyclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

. .cells expressing the Neutrokine-alpha and/or

Neutrokine-alphaSV polypeptide or an antigenic

fragment thereof can be administered to an animal in

order to induce the production of sera containing
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polyclonal antibodies."

p. 100:21-23

205. The method of any one of claims 195-197,

wherein the antibody is a Fab fragment.

See supportfor Claims 195 and 203

206. The method of any one of claims 195-197,

wherein the antibody is administered to an individual.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The agonists and antagonists may be employed in a

composition with a pharmaceutically acceptable carrier,

e.g., as described above.'*

d 121-23-24

'The antagonists and antagonists of the instant may be

employed in a composition with a pharmaceutically

acceptable carrier, e.g., as described hereinafter."

p. 122:25-27

207. The method of any one of claims 195-197,

wherein the antibody is administered to a cell culture.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The invention also provides a method of screening

compounds to identify those which enhance or block the

action of Neutrokine-alpha and/or Neutrokine-alphaSV

polypeptide on cells, such as its interaction with

Neutrokine-alpha and/or Neutrokine-alphaSV binding

molecules such as receptor molecules. An agonist is a

compound which increases the natural biological

functions of Neutrokine-alpha and/or

Neutrokine-alphaSV or which functions in a manner

similar to Neutrokine-alpha and/or Neutrokine-alphaSV

while antagonists decrease or eliminate such functions."

p. 131:12-18

"An in vitro cell proliferation, cytotoxicity and cell death

assay for measuring the effect of a protein on certain

cells can be performed by using reagents well known

and commonly available in the art for detecting cell

reolication and/or death Such cell proliferationA M- a V* ^A. ^w-J A. A. b% A M ^L*Am A Vw* A • • • %*^p^ A A ^*A.A. ft/ A A. A A. A ™• ^A A A

modulation activities as can be measure in this type of

assay are useful for treating tumor, tumor metastasis,

infections, autoimmune diseases inflammation and other

immune-related diseases."

p. 46:32 - p, 47:5

New Claim Support in 60/131,673

195. A method of inhibiting B lymphocytes

comprising administering an effective amount of an

antibody that binds a protein whose amino acid

sequence is:

"Like other members of TNF family, Neutrokine-alpha

exhibits activity on leukocytes including, for example,

monocytes, lymphocytes (e.g., B cells) and neutrophils.

For this reason Neutrokine-alpha is active in directing

the proliferation, differentiation and migration of these
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JXLUUb 1 £jKej(*?o "DT rpCPT VVDf? cell types."

c*j>1isj_ixs.i1jC vox T D'P'K'TrQ'DQVR
J_rr s\lS.rjO xrO V X\ p. 47:27-30
TT T T AT T QPP

LI VVor YyVA AT APHT ACT "DAJjyIjU-UAOLtK "The antagonists mav be emoloved for instance to

AE J-jyCjHHAhjJ\ ijFAvjjALiAJrJ\A inhibit Neiitrnkirip-alnha and/or Neutrokine-alnhaSV the

GLEEAPAV 1

A

(jlj]\-Lr i!.lrFAr' rh^mntaviQ anH artivatinn f^f iriacror>haf?es and their

I-J VTT-LMOO^1 *w -CX NKRAVOGPEE r»tv*r,iircrirc anH o"F nf*iitrr*r*hilQ ha^nnhilQ R 1vmnhnf*vtPQUICCUIoUlo, aim \J1 IlCUUUJJilllo, uaaupiuid, u ijr iiijJiiuujr ic«a

TVTODCLOLI ADSETPTIOK and some T-cell subsets, e.g., activated and CD8
I J. C V IT VV J—l-I—

I

SFKRGSALEE cytotoxic T cells and natural killer cells, in certain

KENKILVKET GYFFIYGQVL aiito-immune and chronic inflammatory and infective

YTDKTYAMGH LIQRKKVHVF diseases."

GDELSLVTLF RCIQNMPETL
p. 1 17:15-19

PNNSCYSAGI AKLEEGDELQ
LAIPRENAQI SLDGDVTFFG "A still further embodiment of the invention is related to

ALKLL a method for treating an individual in need of a

decreased level of Neutrokine-alnha and/or

wherein B lymphocytes are inhibited. Neutrokine-alohaSV activitv in the body comprising,

administering to such an individual a composition

comprising a therapeutically effective amount of an

Neutrokine-alpha and/or Neutrokine-alphaSV

antagonist. Preferred antagonists for use in the present

invention are Neutrokine-alpha-specific and/or

Neutrokine-alphaSV-specific antibodies."

p 13:9-14

"Additionally, as described in detail below, the

polypeptides of the present invention can also be used to

raise polyclonal and monoclonal antibodies, which are

useful in assays for detecting Neutrokine-alpha and/or

Neutrokine-alphaSV polypeptide expression as

described below or as agonists and antagonists capable

of enhancing or inhibiting Neutrokine-alpha and/or

Neutrokine-alphaSV function."

p. 92:20-25

"Preferred antagonists for use in the present invention

are Neutrokine-alDha-SDecific and/or

Neutrokine-alphaSV-specific antibodies."

p. 13:13-14

"An agonist is a compound which increases the natural

biological functions of Neutrokine-alpha and/or

Neutrokine-alphaSV or which functions in a manner

similar to Neutrokine-alpha and/or Neutrokine-alphaSV

while antagonists decrease or eliminate such functions."

p. 127:5-8

"Figures 1A and IB shows the nucleotide (SEQ ID

NO:l) and deduced amino acid (SEQ ID NO:2)

sequences of Neutrokine-alpha."

p, 13:18-19

196. A method of inhibiting B lymphocyte See supportfor Claim 195

proliferation comprising administering an effective
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amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte proliferation

is inhibited.

197. A method of inhibiting B lymphocyte

differentiation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte

differentiation is inhibited.

See supportfor Claim 195

198. The method of any one of claims 195-197,

wherein the antibody is a monoclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Antigenic epitope-bearing peptides and polypeptides of

the invention are therefore useful to raise antibodies,

including monoclonal antibodies, that bind specifically

to a polypeptide of the invention."

p. 62:29-32

'The term "antibody" (Ab) or "monoclonal antibody"

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p. 134:13-15

"In the most preferred method, the antibodies of the

present invention are monoclonal antibodies (or

Neutrokine-alpha and/or Neutrokine-alphaSV
polypeptide binding fragments thereof). Such

monoclonal antibodies can be prepared using hybridoma

technology (Kohler etai, Nature 256:495 (1975);

Kohler et aL, Eur. J. Immunol 6:511 (1976); Kohler et

al., Eur. J. Immunol. 6:292 (1976); Hammerling et al.,

in: Monoclonal Antibodies and T-Cell Hybridomas,

Elsevier, N.Y., (1981) pp. 563-681 )

"

p. 97:30-36

199. The method of any one of claims 195-197,

wherein the antibody is recombinantly produced.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Alternatively, antibodies of the present invention can

be produced through the application of recombinant

DNA technology"

p. 98:32-33

200. The method of any one of claims 195-197,

wherein the antibody is a chimeric antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Where in vivo imaging is used to detect enhanced levels

of Neutrokine-alpha and/or Neutrokine-alphaSV
polypeptide for diagnosis in humans, it may be

preferable to use "humanized" chimeric monoclonal

antibodies. . ..Methods for producing chimeric antibodies
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are known in the art. See, for review, Morrison, Science

229:1202 (1985); Oi et al., BioTechniques 4:214 (1986);

Cabilly et al., U.S. Patent No. 4,816,567; Taniguchi et

al., EP 171496; Morrison et al., EP 173494; Neuberger

et al., WO 8601533; Robinson et al., WO 8702671;

Boulianne et al, Nature 312:643 (1984); Neuberger et

aU Nature 374:268 (1985)."

p. 112:18-27

201. The method of any one of claims 195-197,

wherein the antibody is a humanized antibody.

See supportfor Claims 195 and 200

202. The method of any one of claims 195-197,

wherein the antibody comprises human constant

domains.

See supportfor Claims 195 and 200

203. The method of any one of claims 195-197,

wherein the antibody is a F(ab')2 fragment.

*

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The term "antibody" (Ab) or "monoclonal antibody"

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p. 134:13-15

204. The method of any one of claims 195-197,

wherein the antibody is a polyclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"...cells expressing the Neutrokine-alpha and/or

Neutrokine-alphaSV polypeptide or an antigenic

fragment thereof can be administered to an animal in

order to induce the production of sera containing

polyclonal antibodies."

p. 97:23-25

205. The method of any one of claims 195-197,

wherein the antibody is a Fab fragment.

See supportfor Claims 195 and 203

206. The method of any one of claims 195-197,

wherein the antibody is administered to an individual.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The agonists and antagonists may be employed in a

composition with a pharmaceutically acceptable carrier,

e.g., as described above."

p. 117:13-14

'The antagonists and antagonists of the instant may be

employed in a composition with a pharmaceutically

acceptable carrier, e.g., as described hereinafter."

p. 118:15-17

207. The method of any one of claims 195-197, See supportfor Claim 195 and in addition thefollowing
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wherein the antibody is administered to a cell culture. disclosure:

'The invention also provides a method of screening

compounds to identify those which enhance or block the

action of Neutrokine-alpha and/or Neutrokine-alphaSV

polypeptide on cells, such as its interaction with

Neutrokine-alpha and/or Neutrokine-alphaSV binding

molecules such as receptor molecules. An agonist is a

compound which increases the natural biological

functions of Neutrokine-alpha and/or

Neutrokine-alphaSV or which functions in a manner

similar to Neutrokine-alpha and/or Neutrokine-alphaSV

while antagonists decrease or eliminate such functions."

p. 127:2-8

"An in vitro cell proliferation, cytotoxicity and cell death

assay for measuring the effect of a protein on certain

cells can be performed by using reagents well known

and commonly available in the art for detecting cell

reolication and/or death Such cell proliferation

modulation activities as can be measure in this type of

assay are useful for treating tumor, tumor metastasis,

infections, autoimmune diseases inflammation and other

immune-related diseases."

p. 46:32 -p. 47:5

New Claim Support in 60/131,278

195. A method of inhibiting B lymphocytes

comprising administering an effective amount of an

antibody that binds a protein whose amino acid

sequence is:

MDDSTEREQS RLTSCLKKRE
EMKLKECVSI LPRKESPSVR
SSKDGKLLAA TLLLALLSCC
LTWSFYQVA ALQGDLASLR
AELQGHHAEK LPAGAGAPKA
GLEEAPAVTA GLKIFEPPAP
GEGNSSQNSR NKRAVQGPEE
TVTQDCLQLI ADSETPTIQK
GSYTFVPWLL SFKRGSALEE
KENKILVKET GYFFIYGQVL
YTDKTYAMGH LIQRKKVHVF
GDELSLVTLF RCIQNMPETL
PNNSCYSAGI AKLEEGDELQ
LAIPRENAQI SLDGDVTFFG
ALKLL

wherein B lymphocytes are inhibited.

"Like other members ofTNF family, Neutrokine-alpha

exhibits activity on leukocytes including, for example,

monocytes, lymphocytes (e.g., B cells) and neutrophils.

For this reason Neutrokine-alpha is active in directing

the proliferation, differentiation and migration of these

cell types."

p. 47:27-30

"The antagonists may be employed for instance to

inhibit Neutrokine-alpha and/or Neutrokine-alphaSV the

chemotaxis and activation of macrophages and their

precursors, and of neutrophils, basophils, B lymphocytes

and some T-cell subsets, e.g., activated and CD8
cytotoxic T cells and natural killer cells, in certain

auto-immune and chronic inflammatory and infective

diseases."

p. 117:15-19

"A still further embodiment of the invention is related to

a method for treating an individual in need of a

decreased level of Neutrokine-alpha and/or

Neutrokine-alphaSV activity in the body comprising,

administering to such an individual a composition

comprising a therapeutically effective amount of an

Neutrokine-alpha and/or Neutrokine-alphaSV
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antagonist. Preferred antagonists for use in the present

invention are Neutrokine-alpha-specific and/or

Neutrokine-alphaSV-specific antibodies."

p 13:9-14

"Additionally, as described in detail below, the

polypeptides of the present invention can also be used to

raise polyclonal and monoclonal antibodies, which are

useful in assays for detecting Neutrokine-alpha and/or

Neutrokine-alphaSV polypeptide expression as

described below or as agonists and antagonists capable

of enhancing or inhibiting Neutrokine-alpha and/or

Neutrokine-alphaSV function."

p. 92:20-25

"Preferred antagonists for use in the present invention

are Neutrokine-alpha-specific and/or

Neutrokine-alphaSV-specific antibodies."

p. 13:13-14

"An agonist is a compound which increases the natural

biological functions of Neutrokine-alpha and/or

Neutrokine-alphaSV or which functions in a manner

similar to Neutrokine-alpha and/or Neutrokine-alphaSV

while antagonists decrease or eliminate such functions."

p. 127:5-8

"Figures 1A and IB shows the nucleotide (SEQ ID

NO:l) and deduced amino acid (SEQ ID NO:2)

sequences of Neutrokine-alpha."

p. 13:18-19

196. A method of inhibiting B lymphocyte

proliferation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte proliferation

is inhibited.

See supportfor Claim 195

197. A method of inhibiting B lymphocyte

differentiation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte

differentiation is inhibited.

See supportfor Claim 195

198. The method of any one of claims 195-197,

wherein the antibody is a monoclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Antigenic epitope-bearing peptides and polypeptides of

the invention are therefore useful to raise antibodies,

including monoclonal antibodies, that bind specifically

to a polypeptide of the invention."

p. 62:29-32

'The term "antibody" (Ab) or "monoclonal antibody"
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(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p. 134:13-15

"In the most preferred method, the antibodies of the

present invention are monoclonal antibodies (or

Neutrokine-alpha and/or Neutrokine-alphaSV
polypeptide binding fragments thereof). Such

monoclonal antibodies can be prepared using hybridoma

technology (Kohler etai, Nature 256:495 (1975);

Kohler et al, Eur. 7. Immunol 6:5 1 1 (1976); Kohler et

ah, Eur. J. Immunol. 6:292 (1976); Hammerling et ai.,

in: Monoclonal Antibodies and T-Cell Hybridomas,

Elsevier, N.Y., (1981) pp. 563-681

p. 97:30-36

199. The method of any one of claims 195-197,

wherein the antibody is recombinantlv produced.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Alternatively, antibodies of the present invention can

be produced through the application of recombinant

DNA technology"

p. 98:32-33

200. The method of any one of claims 195-197,

wherein the antibody is a chimeric antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Where in vivo imaging is used to detect enhanced levels

of Neutrokine-alpha and/or Neutrokine-alphaSV
polypeptide for diagnosis in humans, it may be

preferable to use "humanized" chimeric monoclonal

antibodies. . ..Methods for producing chimeric antibodies

are known in the art. See, for review, Morrison, Science

229:1202 (1985); Oi et al., BioTechniques 4:214 (1986);

Cabillv et al U S. Patent No. 4,816,567; Taniguchi et

al., EP 171496; Morrison et al., EP 173494; Neuberger

et al., WO 8601533; Robinson et al., WO 8702671;

Boulianne et al, Nature 312:643 (1984); Neuberger et

aU Nature 314:26% (1985)."

p. 112:17-26

201. The method of any one of claims 195-197,

wherein the antibody is a humanized antibody.

See supportfor Claims 195 and 200

202. The method of any one of claims 195-197,

wherein the antibody comprises human constant

domains.

See supportfor Claims 195 and 200

203. The method of any one of claims 195-197,

wherein the antibody is a F(ab')2 fragment.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The term "antibody" (Ab) or "monoclonal antibody"
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(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p. 134:13-15

204. The method of any one of claims 195-197,

wherein the antibody is a polyclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

".
. .cells expressing the Neutrokine-alpha and/or

Neutrokine-alphaSV polypeptide or an antigenic

fragment thereof can be administered to an animal in

order to induce the production of sera containing

polyclonal antibodies."

p. 97:23-25

205. The method of any one of claims 195-197,

wherein the antibody is a Fab fragment.

See supportfor Claims 195 and 203

206. The method of any one of claims 195-197,

wherein the antibody is administered to an individual.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The agonists and antagonists may be employed in a

composition with a pharmaceutically acceptable carrier,

e.g., as described above."

p. 117:13-14

'The antagonists and antagonists of the instant may be

employed in a composition with a pharmaceutically

acceptable carrier, e.g., as described hereinafter."

p. 118:15-17

207. The method of any one of claims 195-197,

wherein the antibody is administered to a cell culture.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The invention also provides a method of screening

compounds to identify those which enhance or block the

action of Neutrokine-alpha and/or Neutrokine-alphaSV
polypeptide on cells, such as its interaction with

Neutrokine-alpha and/or Neutrokine-alphaSV binding

molecules such as receptor molecules. An agonist is a

compound which increases the natural biological

functions of Neutrokine-alpha and/or

Neutrokine-alphaSV or which functions in a manner

similar to Neutrokine-alpha and/or Neutrokine-alphaSV

while antagonists decrease or eliminate such functions."

p. 127:2-8

"An in vitro cell proliferation, cytotoxicity and cell death

assay for measuring the effect of a protein on certain

cells can be performed by using reagents well known

and commonly available in the art for detecting cell

replication and/or death....Such cell proliferation

modulation activities as can be measure in this type of
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assay are useful for treating tumor, tumor metastasis,

infections, autoimmune diseases inflammation and other

immune-related diseases."

p. 46:32 - p. 47:5

New Claim Support in 60/130,696

195. A method of inhibiting B lymphocytes

comprising administering an effective amount of an

antibody that binds a protein whose amino acid

sequence is:

MDDSTEREQS RLTSCLKKRE
EMKLKECVSI LPRKESPSVR
SSKDGKLLAA TLLLALLSCC
LTWSFYQVA ALQGDLASLR
AELQGHHAEK LPAGAGAPKA
GLEEAPAVTA GLKIFEPPAP
GEGNSSQNSR NKRAVQGPEE
TVTQDCLQLI ADSETPTIQK
GSYTFVPWLL SFKRGSALEE
KENKILVKET GYFFIYGQVL
YTDKTYAMGH LIQRKKVHVF
GDELSLVTLF RCIQNMPETL
PNNSCYSAGI AKLEEGDELQ
LAIPRENAQI SLDGDVTFFG
ALKLL

wherein B lymphocytes are inhibited.

"Like other members of TNF family, Neutrokine-alpha

exhibits activity on leukocytes including, for example,

monocytes, lymphocytes (e.g., B cells) and neutrophils.

For this reason Neutrokine-alpha is active in directing

the proliferation, differentiation and migration of these

cell types."

p. 47:27-30

'The antagonists may be employed for instance to

inhibit Neutrokine-alpha and/or Neutrokine-alphaSV the

chemotaxis and activation of macrophages and their

precursors, and of neutrophils, basophils, B lymphocytes

and some T-cell subsets, e.g., activated and CD8
cytotoxic T cells and natural killer cells, in certain

auto-immune and chronic inflammatory and infective

diseases."

p. 117:11-15

"A still further embodiment of the invention is related to

a method for treating an individual in need of a

decreased level of Neutrokine-alpha and/or

Neutrokine-alphaSV activity in the body comprising,

administering to such an individual a composition

comprising a therapeutically effective amount of an

Neutrokine-alpha and/or Neutrokine-alphaSV

antagonist. Preferred antagonists for use in the present

invention are Neutrokine-alpha-specific and/or

Neutrokine-alphaSV-specific antibodies."

p. 13:9-14

"Additionally, as described in detail below, the

polypeptides of the present invention can also be used to

raise polyclonal and monoclonal antibodies, which are

useful in assays for detecting Neutrokine-alpha and/or

Neutrokine-alphaSV polypeptide expression as

described below or as agonists and antagonists capable

of enhancing or inhibiting Neutrokine-alpha and/or

Neutrokine-alphaSV function."

p. 92:20-25

"Preferred antagonists for use in the present invention

are Neutrokine-alpha-specific and/or

Neutrokine-alphaSV-specific antibodies."

p. 13:13-14

"An agonist is a compound which increases the natural
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biological functions of Neutrokine-alpha and/or

Neutrokine-alphaSV or which functions in a manner

similar to Neutrokine-alpha and/or Neutrokine-alphaSV

while antagonists decrease or eliminate such functions."

p. 125:30-33

"Figures 1A and IB shows the nucleotide (SEQ ID

NO:l) and deduced amino acid (SEQ ID NO:2)

sequences of Neutrokine-alpha."

p. 13:18-19

196. A method of inhibiting B lymphocyte

proliferation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte proliferation

is inhibited.

See supportfor Claim 195

197. A method of inhibiting B lymphocyte

differentiation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte

differentiation is inhibited.

See supportfor Claim 195

198. The method of any one of claims 195-197,

wherein the antibody is a monoclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Antigenic epitope-bearing peptides and polypeptides of

the invention are therefore useful to raise antibodies,

including monoclonal antibodies, that bind specifically

to a polypeptide of the invention."

p. 62:29-32

"The term "antibody" (Ab) or "monoclonal antibody"

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p. 133:3-5

"In the most preferred method, the antibodies of the

present invention are monoclonal antibodies (or

Neutrokine-alpha and/or Neutrokine-alphaSV

polypeptide binding fragments thereof). Such

monoclonal antibodies can be prepared using hybridoma

technology (Kohler et ai, Nature 256:495 (1975);

Kohler et al., Eur. J. Immunol. 6:51 1 (1976); Kohler et

al., Eur. J. Immunol. 6:292 (1976); Hammerling et al.,

in: Monoclonal Antibodies and T-Cell Hybridomas,

Elsevier, N.Y., (1981) pp. 563-681 )."

p. 97:30-36

199. The method of any one of claims 195-197,

wherein the antibody is recombinantly produced.

See supportfor Claim 195 and in addition thefollowing

disclosure:
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"Alternatively, antibodies of the present invention can

be produced through the application of recombinant

DNA technology"

p. 98:32-33

200. The method of any one of claims 195-197,

wherein the antibody is a chimeric antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Where in vivo imaging is used to detect enhanced levels

of Neutrokine-alpha and/or Neutrokine-alphaSV
polypeptide for diagnosis in humans, it may be

preferable to use "humanized" chimeric monoclonal

antibodies....Methods for producing chimeric antibodies

are known in the art. See, for review, Morrison, Science

229:1202 (1985); Oi et al., BioTechniques 4:214 (1986);

Cabillv et al., U.S. Patent No. 4,816,567; Taniguchi et

al, EP 171496; Morrison et al, EP 173494; Neuberger

et al., WO 8601533; Robinson et al., WO 8702671;

Boulianne et al. t
Nature 312:643 (1984); Neuberger et

al, Nature 314:26% (1985)."

p, 112:14-23

201. The method of any one of claims 195-197,

wherein the antibody is a humanized antibody.

See support for Claims 195 and 200

202. The method of any one of claims 195-197,

wherein the antibody comprises human constant

domains.

See supportfor Claims 195 and 200

203. The method of any one of claims 195-197,

wherein the antibody is a F(ab')2 fragment.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"The term "antibodv" (Ab) or "monoclonal antibodv"

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p. 133:3-5

204. The method of any one of claims 195-197,

wherein the antibody is a polyclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"...cells expressing the Neutrokine-alpha and/or

Neutrokine-alphaSV polypeptide or an antigenic

fragment thereof can be administered to an animal in

order to induce the production of sera containing

polyclonal antibodies."

p. 97:23-25

205. The method of any one of claims 195-197,

wherein the antibody is a Fab fragment.

See supportfor Claims 195 and 203

206. The method of any one of claims 195-197, See supportfor Claim 195 and in addition thefollowing
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wherein the antibody is administered to an individual. disclosure:

'The agonists and antagonists may be employed in a

composition with a pharmaceutically acceptable carrier,

e.g., as described above."

d 117-9-10

'The antagonists and antagonists of the instant may be

employed in a composition with a pharmaceutically

acceptable carrier, e.g., as described hereinafter."

p. 118:11-13

207. The method of any one of claims 195-197,

wherein the antibody is administered to a cell culture.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The invention also provides a method of screening

compounds to identify those which enhance or block the

action of Neutrokine-alpha and/or Neutrokine-alphaSV

polypeptide on cells, such as its interaction with

Neutrokine-alpha and/or Neutrokine-alphaSV binding

molecules such as receptor molecules. An agonist is a

compound which increases the natural biological

functions of Neutrokine-alpha and/or

Neutrokine-alphaSV or which functions in a manner

similar to Neutrokine-alpha and/or Neutrokine-alphaSV

while antagonists decrease or eliminate such functions."

p. 125:27-33

"An in vitro cell proliferation, cytotoxicity and cell death

assay for measuring the effect of a protein on certain

cells can be performed by using reagents well known

and commonly available in the art for detecting cell

rf»n1imtinn anH/r*r rlpjith Siifh rpll nrnlifpTfltifin

modulation activities as can be measure in this type of

assay are useful for treating tumor, tumor metastasis,

infections, autoimmune diseases inflammation and other

immune-related diseases."

p. 46:32 -p. 47:5

New Claim Support in 60/130,412

195. A method of inhibiting B lymphocytes

comprising administering an effective amount of an

antibody that binds a protein whose amino acid

sequence is:

MDDSTEREQS RLTSCLKKRE
EMKLKECVS I LPRKESPSVR
SSKDGKLLAA TLLLALLSCC
LTWSFYQVA ALQGDLASLR
AELQGHHAEK LPAGAGAPKA
GLEEAPAVTA GLKIFEPPAP
GEGNSSQNSR NKRAVQGPEE

"Like other members of TNF family, Neutrokine-alpha

exhibits activity on leukocytes including, for example,

monocytes, lymphocytes (e.g., B cells) and neutrophils.

For this reason Neutrokine-alpha is active in directing

the proliferation, differentiation and migration of these

cell types."

p. 47:24-27

'The antagonists may be employed for instance to

inhibit Neutrokine-alpha and/or Neutrokine-alphaSV the

chemotaxis and activation of macrophages and their

precursors, and of neutrophils, basophils, B lymphocytes
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TVTQDCLQLI ADSETPTIQK
GSYTFVPWLL SFKRGSALEE
KENKILVKET GYFFIYGQVL
YTDKTYAMGH LIQRKKVHVF
GDELSLVTLF RCIQNMPETL
PNNSCYSAGI AKLEEGDELQ
LAIPRENAQI SLDGDVTFFG
ALKLL

wherein B lymphocytes are inhibited.

and some T-cell subsets, e.g., activated and CD8
cytotoxic T cells and natural killer cells, in certain

auto-immune and chronic inflammatory and infective

diseases."

p. 115:37 -p. 116:3

"A still further embodiment of the invention is related to

a method for treating an individual in need of a

decreased level of Neutrokine-alpha and/or

Neutrokine-alphaSV activity in the body comprising,

administering to such an individual a composition

comprising a therapeutically effective amount of an

Neutrokine-alpha and/or Neutrokine-alphaSV

antagonist. Preferred antagonists for use in the present

invention are Neutrokine-alpha-specific and/or

Neutrokine-alphaSV-specific antibodies."

p. 13:9-14

"Additionally, as described in detail below, the

polypeptides of the present invention can also be used to

raise polyclonal and monoclonal antibodies, which are

useful in assays for detecting Neutrokine-alpha and/or

Neutrokine-alphaSV polypeptide expression as

described below or as agonists and antagonists capable

of enhancing or inhibiting Neutrokine-alpha and/or

Neutrokine-alphaSV function."

p. 91:14-19

"Preferred antagonists for use in the present invention

are Neutrokine-alpha-specific and/or

Neutrokine-alphaSV-specific antibodies."

p. 13:13-14

"An agonist is a compound which increases the natural

biological functions of Neutrokine-alpha and/or

Neutrokine-alphaSV or which functions in a manner

similar to Neutrokine-alpha and/or Neutrokine-alphaSV

while antagonists decrease or eliminate such functions."

/?. 124:16-19

"Figures 1A and IB shows the nucleotide (SEQ ID

NO:l) and deduced amino acid (SEQ ID NO:2)

sequences of Neutrokine-alpha."

p. 13:18-19

196. A method of inhibiting B lymphocyte

proliferation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte proliferation

is inhibited.

See supportfor Claim 195

197. A method of inhibiting B lymphocyte

differentiation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

See supportfor Claim 195
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(SEQ ID N0:2), wherein B lymphocyte

differentiation is inhibited.

198. The method of any one of claims 195-197,

wherein the antibody is a monoclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Antigenic epitope-bearing peptides and polypeptides of

the invention are therefore useful to raise antibodies,

including monoclonal antibodies, that bind specifically

to a polypeptide of the invention."

p. 62:27-30

'The term "antibody" (Ab) or "monoclonal antibody"

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p. 131:27-29

"In the most preferred method, the antibodies of the

present invention are monoclonal antibodies (or

Neutrokine-alpha and/or Neutrokine-alphaSV

polypeptide binding fragments thereof). Such

monoclonal antibodies can be prepared using hybridoma

technology (Kohler et at, Nature 256:495 (1975);

Kohler et al, Eur. J. Immunol 6:51 1 (1976); Kohler et

al., Eur. J. Immunol. 6:292 (1976); Hammerling et al.,

in: Monoclonal Antibodies and T-Cell Hybridomas,

Elsevier, N.Y., (1981) pp. 563-681 )."

p. 96:23-29

199. The method of any one of claims 195-197,

wherein the antibody is recombinantly produced.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Alternatively, antibodies of the present invention can

be produced through the application of recombinant

DNA technology"

p. 97:25-26

200. The method of any one of claims 195-197,

wherein the antibody is a chimeric antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Where in vivo imaging is used to detect enhanced levels

of Neutrokine-alpha and/or Neutrokine-alphaSV

polypeptide for diagnosis in humans, it may be

preferable to use "humanized" chimeric monoclonal

antibodies. . ..Methods for producing chimeric antibodies

are known in the art. See, for review, Morrison, Science

229:1202 (1985); Oi et al., BioTechniques 4:214 (1986);

Cabilly et al., U.S. Patent No. 4,816,567; Taniguchi et

al, EP 171496; Morrison et al., EP 173494; Neuberger

et al., WO 8601533; Robinson et al., WO 8702671;

Boulianne et al, Nature 312:643 (1984); Neuberger et

al, Nature 314:26% (1985)."
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p. 111:4-13

201. The method of any one of claims 195-197,

wherein the antibody is a humanized antibody.

See supportfor Claims 195 and 200
A A J

202. The method of any one of claims 195-197,

wherein the antibody comprises human constant

domains.

See supportfor Claims 195 and 200

203. The method of any one of claims 195-197,

wherein the antibody is a F(ab*)2 fragment.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"The term "antibody" (Ab) or "monoclonal antibody"

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p. 131:27-29

204. The method of any one of claims 195-197,

wherein the antibody is a polyclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

".. .cells expressing the Neutrokine-alpha and/or

Neutrokine-alphaSV polypeptide or an antigenic

fragment thereof can be administered to an animal in

order to induce the production of sera containing

polyclonal antibodies."

p. 96:16-18

205. The method of any one of claims 195-197,

wherein the antibody is a Fab fragment.

See supportfor Claims 195 and 203

206. The method of any one of claims 195-197,

wherein the antibody is administered to an individual.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The agonists and antagonists may be employed in a

composition with a pharmaceutically acceptable carrier,

e.g., as described above."

p. 115:35-36

'The antagonists and antagonists of the instant may be

employed in a composition with a pharmaceutically

acceptable carrier, e.g., as described hereinafter."

p. 116:37 -p. 117:2

207. The method of any one of claims 195-197,

wherein the antibody is administered to a cell culture.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The invention also provides a method of screening

compounds to identify those which enhance or block the

action of Neutrokine-alpha and/or Neutrokine-alphaSV

polypeptide on cells, such as its interaction with

Neutrokine-alpha and/or Neutrokine-alphaSV binding

molecules such as receptor molecules. An agonist is a
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compound which increases the natural biological

functions of Neutrokine-alpha and/or

Neutrokine-alphaSV or which functions in a manner

similar to Neutrokine-alpha and/or Neutrokine-alphaSV

while antagonists decrease or eliminate such functions."

p. 124:13-19

"An in vitro cell proliferation, cytotoxicity and cell death

assay for measuring the effect of a protein on certain

cells can be performed by using reagents well known

and commonly available in the art for detecting cell

replication and/or death.. . .Such cell proliferation

modulation activities as can be measure in this type of

assay are useful for treating tumor, tumor metastasis,

infections, autoimmune diseases inflammation and other

immune-related diseases."

p. 46:29 -p. 47:2

New Claim Support in 60/127,598

195. A method of inhibiting B lymphocytes

comprising administering an effective amount of an

antibody that binds a protein whose amino acid

sequence is:

MDDSTEREQS RLTSCLKKRE
EMKLKECVSI LPRKESPSVR
SSKDGKLLAA TLLLALLSCC
LTWSFYQVA ALQGDLASLR
AELQGHHAEK LPAGAGAPKA
GLEEAPAVTA GLKIFEPPAP
GEGNSSQNSR NKRAVQGPEE
TVTQDCLQLI ADSETPTIQK
GSYTFVPWLL SFKRGSALEE
KENKILVKET GYFFIYGQVL
YTDKTYAMGH LIQRKKVHVF
GDELSLVTLF RCIQNMPETL
PNNSCYSAGI AKLEEGDELQ
LAIPRENAQI SLDGDVTFFG
ALKLL

wherein B lymphocytes are inhibited.

"Like other members ofTNF family, Neutrokine-alpha

exhibits activity on leukocytes including, for example,

monocytes, lymphocytes (e.g., B cells) and neutrophils.

For this reason Neutrokine-alpha is active in directing

the proliferation, differentiation and migration of these

cell types,

p. 47:23-26

'The antagonists may be employed for instance to

inhibit Neutrokine-alpha and/or Neutrokine-alphaSV the

chemotaxis and activation of macrophages and their

precursors, and of neutrophils, basophils, B lymphocytes

and some T-cell subsets, e.g., activated and CD8
cytotoxic T cells and natural killer cells, in certain

auto-immune and chronic inflammatory and infective

diseases."

p, 115:11-15

"A still further embodiment of the invention is related to

a method for treating an individual in need of a

decreased level of Neutrokine-alpha and/or

Neutrokine-alphaSV activity in the body comprising,

administering to such an individual a composition

comprising a therapeutically effective amount of an

Neutrokine-alpha and/or Neutrokine-alphaSV

antagonist. Preferred antagonists for use in the present

invention are Neutrokine-alpha-specific and/or

Neutrokine-alphaSV-specific antibodies."

p. 13:14-20

"Additionally, as described in detail below, the

polypeptides of the present invention can also be used to

raise polyclonal and monoclonal antibodies, which are
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useful in assays for detecting Neutrokine-alpha and/or

Neutrokine-alphaSV polypeptide expression as

described below or as agonists and antagonists capable

of enhancing or inhibiting Neutrokine-alpha and/or

Neutrokine-alphaSV function."

p. 91:24-29

"Preferred antagonists for use in the present invention

are Neutrokine-alpha-specific and/or

Neutrokine-alphaSV-specific antibodies."

p. 13:18-20

"An agonist is a compound which increases the natural

biological functions of Neutrokine-alpha and/or

Neutrokine-alphaSV or which functions in a manner

similar to Neutrokine-alpha and/or Neutrokine-alphaSV

while antagonists decrease or eliminate such functions."

d 123-17-20

"Figures 1A and IB shows the nucleotide (SEQ ID

NO:l) and deduced amino acid (SEQ ID NO:2)

sequences of Neutrokine-alpha."

p. 13:24-25

196. A method of inhibiting B lymphocyte

proliferation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte proliferation

is inhibited.

See supportfor Claim 195

197. A method of inhibiting B lymphocyte

differentiation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte

differentiation is inhibited.

See supportfor Claim 195

198. The method of any one of claims 195-197,

wherein the antibody is a monoclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Antigenic epitope-bearing peptides and polypeptides of

the invention are therefore useful to raise antibodies,

including monoclonal antibodies, that bind specifically

to a polypeptide of the invention."

p. 62:29-31

'The term "antibody" (Ab) or "monoclonal antibody"

(mAb) as used herein is meant to include intact

molecules as welt as fragments thereof (such as. for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p. 130:27-29

"In the most preferred method, the antibodies of the

present invention are monoclonal antibodies (or
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Neutrokine-alpha and/or Neutrokine-alphaSV

polypeptide binding fragments thereof). Such

monoclonal antibodies can be prepared using hybridoma

technoloev (Kohler et al Nature 256*495 (1975V

Kohler et al., Eur. J. Immunol. 6:511 (1976); Kohler et

al., Eur. J. Immunol. 6:292 (1976); Hammerling et al.,

in: Monoclonal Antibodies and T-Cell Hybridomas,

Elsevier, N.Y., (1981) pp. 563-681
)

"

p. 96:37 -p. 97:4

199. The method of any one of claims 195-197,

wherein the antibodv is recombinantlv nroduced

See supportfor Claim 195 and in addition thefollowing

disclosure'

"Alternatively, antibodies of the present invention can

be produced through the application of recombinant

DNA technology"

p. 98:1-2

200. The method of any one of claims 195-197,

wherein the antibody is a chimeric antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Where in vivo imaging is used to detect enhanced levels

of Neutrokine-alpha and/or Neutrokine-alphaSV

polypeptide for diagnosis in humans, it may be

preferable to use "humanized" chimeric monoclonal

antibodies. . ..Methods for producing chimeric antibodies

are known in the art. See, for review, Morrison, Science

229:1202 (1985); Oi et al., BioTechniques 4:214 (1986);

Cabillv et al US Patent No 4 816 567* Tanieuchi et

al, EP 171496; Morrison et al., EP 173494; Neuberger

et al, WO 8601533; Robinson et al„ WO 8702671;

Boulianne et aL Nature 372:643 (1984): Neuberger et

aU Nature 374:268 (1985)."

p. 110:30-39

201 The method of anv one of claims 195-197,

wherein the antibody is a humanized antibody.

See supportfor Claims 195 and 200

202. The method of any one of claims 195-197,

wherein the antibody comprises human constant

domains.

See supportfor Claims 195 and 200

203. The method of any one of claims 195-197,

wherein the antibody is a F(ab')2 fragment.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"The term "antibodv" (Ab^ or "monoclonal antibodv"

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p. 130:27-29

204. The method of any one of claims 195-197, See supportfor Claim 195 and in addition thefollowing
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wherein the antibody is a polyclonal antibody. disclosure:

".
. .cells expressing the Neutrokine-alpha and/or

Neutrokine-alphaSV polypeptide or an antigenic

fragment thereof can be administered to an animal in

order to induce the production of sera containing

polyclonal antibodies."

p. 96:30-32

205. The method of any one of claims 195-197,

wherein the antibody is a Fab fragment.

See supportfor Claims 195 and 203

206. The method of any one of claims 195-197,

wherein the antibody is administered to an individual.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The agonists and antagonists may be employed in a

composition with a pharmaceutically acceptable carrier,

e.g., as described above.*'

p. 115:9-10

'The antagonists and antagonists of the instant may be

employed in a composition with a pharmaceutically

acceptable carrier, e.g., as described hereinafter."

p. 116:12-14

207. The method of any one of claims 195-197,

wherein the antibody is administered to a cell culture.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The invention also provides a method of screening

compounds to identify those which enhance or block the

action of Neutrokine-alpha and/or Neutrokine-alphaSV

polypeptide on cells, such as its interaction with

Neutrokine-alpha and/or Neutrokine-alphaSV binding

molecules such as receptor molecules. An agonist is a

compound which increases the natural biological

functions of Neutrokine-alpha and/or

Neutrokine-alphaSV or which functions in a manner

similar to Neutrokine-alpha and/or Neutrokine-alphaSV

while antagonists decrease or eliminate such functions."

p. 123:13-20

"An in vitro cell proliferation, cytotoxicity and cell death

assay for measuring the effect of a protein on certain

cells can be performed by using reagents well known

and commonly available in the art for detecting cell

replication and/or death....Such cell proliferation

modulation activities as can be measure in this type of

assay are useful for treating tumor, tumor metastasis,

infections, autoimmune diseases inflammation and other

immune-related diseases."

p. 46:27-38
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195. A method of inhibiting B lymphocytes

comprising administering an effective amount of an

antibody that binds a protein whose amino acid

sequence is:

MDDSTEREQS
EMKLKECVSI
SSKDGKLLAA
LTWSFYQVA
AELQGHHAEK
GLEEAPAVTA
GEGNSSQNSR
TVTQDCLQLI
GSYTFVPWLL
KENKILVKET
YTDKTYAMGH
GDELSLVTLF
PNNSCYSAGI
LAIPRENAQI
ALKLL

RLTSCLKKRE
LPRKESPSVR
TLLLALLSCC
ALQGDLASLR
LPAGAGAPKA
GLKIFEPPAP
NKRAVQGPEE
ADSETPTIQK
SFKRGSALEE
GYFFIYGQVL
LIQRKKVHVF
RCIQNMPETL
AKLEEGDELQ
SLDGDVTFFG

wherein B lymphocytes are inhibited.

"Like other members ofTNF family, Neutrokine-alpha

exhibits activity on leukocytes including, for example,

monocytes, lymphocytes (e.g., B cells) and neutrophils.

For this reason Neutrokine-alpha is active in directing

the proliferation, differentiation and migration of these

cell types."

p. 50:7-10

'The antagonists may be employed for instance to

inhibit Neutrokine-alpha and/or Neutrokine-alphaSV the

chemotaxis and activation of macrophages and their

precursors, and of neutrophils, basophils, B lymphocytes

and some T-cell subsets, e.g., activated and CD8
cytotoxic T cells and natural killer cells, in certain

auto-immune and chronic inflammatory and infective

diseases."

p. 121:11-15

"A still further embodiment of the invention is related to

a method for treating an individual in need of a

decreased level of Neutrokine-alpha and/or

Neutrokine-alphaSV activity in the body comprising,

administering to such an individual a composition

comprising a therapeutically effective amount of an

Neutrokine-alpha and/or Neutrokine-alphaSV

antagonist. Preferred antagonists for use in the present

invention are Neutrokine-alpha-specific and/or

Neutrokine-alphaSV-specific antibodies."

p. 14:3-9

"Additionally, as described in detail below, the

polypeptides of the present invention can also be used to

raise polyclonal and monoclonal antibodies, which are

useful in assays for detecting Neutrokine-alpha and/or

Neutrokine-alphaSV polypeptide expression as

described below or as agonists and antagonists capable

of enhancing or inhibiting Neutrokine-alpha and/or

Neutrokine-alphaSV function."

p. 96:17-22

"Preferred antagonists for use in the present invention

are Neutrokine-alpha-specific and/or

Neutrokine-alphaSV-specific antibodies."

p. 14:7-9

"An agonist is a compound which increases the natural

biological functions of Neutrokine-alpha and/or

Neutrokine-alphaSV or which functions in a manner

similar to Neutrokine-alpha and/or Neutrokine-alphaSV

while antagonists decrease or eliminate such functions."

p. 128:15-18

"Figures 1A and IB shows the nucleotide (SEQ ID

NO:l) and deduced amino acid (SEQ ID NO:2)

Application No.: 09/589,288 1-57 Docket No.: PF343P3C5



New Claim Support in 60/126,599

sequences of Neutrokine-alpha."

p. 14:13-14

196. A method of inhibiting B lymphocyte

proliferation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte proliferation

is inhibited.

See supportfor Claim 195

197. A method of inhibiting B lymphocyte

differentiation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte

differentiation is inhibited.

See supportfor Claim 195

198. The method of any one of claims 195-197,

wherein the antibody is a monoclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Antigenic epitope-bearing peptides and polypeptides of

the invention are therefore useful to raise antibodies,

including monoclonal antibodies, that bind specifically

to a polypeptide of the invention."

p. 66:6-8

"The term "antibody" (Ab) or "monoclonal antibody"

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p, 135:34-36

"In the most preferred method, the antibodies of the

present invention are monoclonal antibodies (or

Neutrokine-alpha and/or Neutrokine-alphaSV

polypeptide binding fragments thereof). Such

monoclonal antibodies can be prepared using hybridoma

technology (Kohler et al, Nature 256:495 (1975);

Kohler et al, Eur. J. Immunol 6:5 1 1 (1976); Kohler et

al., Eur. J. Immunol. 6:292 (1976); Hammerling et al.,

in: Monoclonal Antibodies and T-Cell Hybridomas,

Elsevier, N.Y., (1981) pp. 563-681 )."

p. 102:1-7

199. The method of any one of claims 195-197,

wherein the antibody is recombinantly produced.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Alternatively, antibodies of the present invention can

be produced through the application of recombinant

DNA technology"

p. 103:6-7

200. The method of any one of claims 195-197,

wherein the antibody is a chimeric antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:
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"Where in vivo imaging is used to detect enhanced levels

of Neutrokine-alpha and/or Neutrokine-alphaSV
polypeptide for diagnosis in humans, it may be

preferable to use "humanized" chimeric monoclonal

antibodies....Methods for producing chimeric antibodies

are known in the art. See, for review, Morrison, Science

229:1202 (1985); Oi et al., BioTechniques 4:214 (1986);

Cabilly et al., U.S. Patent No. 4,816,567; Taniguchi et

al., EP 171496; Morrison et al., EP 173494; Neuberger

et al., WO 8601533; Robinson et al., WO 8702671;

Boulianne et al, Nature 312:643 (1984); Neuberger et

al, Nature 314:26% (1985)."

p. 116:22-31

201. The method of any one of claims 195-197,

wherein the antibody is a humanized antibody.

See supportfor Claims 195 and 200

202. The method of any one of claims 195-197,

wherein the antibody comprises human constant

domains.

See supportfor Claims 195 and 200

203. The method of any one of claims 195-197,

wherein the antibody is a F(ab')2 fragment.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The term "antibody" (Ab) or "monoclonal antibody"

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p. 135:34-36

204. The method of any one of claims 195-197,

wherein the antibody is a polyclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"...cells expressing the Neutrokine-alpha and/or

Neutrokine-alphaSV polypeptide or an antigenic

fragment thereof can be administered to an animal in

order to induce the production of sera containing

polyclonal antibodies."

p. 101:31-33

205. The method of any one of claims 195-197,

wherein the antibody is a Fab fragment.

See supportfor Claims 195 and 203

206. The method of any one of claims 195-197,

wherein the antibody is administered to an individual.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"The agonists and antagonists may be employed in a

composition with a pharmaceutically acceptable carrier,

e.g., as described above."

p. 121:9-10

'The antagonists and antagonists of the instant may be

employed in a composition with a pharmaceutically
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acceptable carrier, e.g., as described hereinafter."

p. 122:14-16

207. The method of any one of claims 195-197,

wherein the antibody is administered to a cell culture.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The invention also provides a method of screening

compounds to identify those which enhance or block the

action of Neutrokine-alpha and/or Neutrokine-alphaSV

polypeptide on cells, such as its interaction with

Neutrokine-alpha and/or Neutrokine-alphaSV binding

molecules such as receptor molecules. An agonist is a

compound which increases the natural biological

functions of Neutrokine-alpha and/or

Neutrokine-alphaSV or which functions in a manner

similar to Neutrokine-alpha and/or Neutrokine-alphaSV

while antagonists decrease or eliminate such functions."

p. 128:11-18

"An in vitro cell proliferation, cytotoxicity and cell death

assay for measuring the effect of a protein on certain

cells can be performed by using reagents well known

and commonly available in the art for detecting cell

replication and/or death.. . .Such cell proliferation

modulation activities as can be measure in this type of

assay are useful for treating tumor, tumor metastasis,

infections, autoimmune diseases inflammation and other

immune-related diseases."

p. 49:10-21

New Claim Support in 60/124,097

195. A method of inhibiting B lymphocytes

comprising administering an effective amount of an

antibody that binds a protein whose amino acid

sequence is:

MDDSTEREQS RLTSCLKKRE
EMKLKECVSI LPRKESPSVR'
SSKDGKLLAA TLLLALLSCC
LTWSFYQVA ALQGDLASLR
AELQGHHAEK LPAGAGAPKA
GLEEAPAVTA GLKIFEPPAP
GEGNSSQNSR NKRAVQGPEE
TVTQDCLQLI ADSETPTIQK
GSYTFVPWLL SFKRGSALEE
KENKILVKET GYFFIYGQVL
YTDKTYAMGH LIQRKKVHVF
GDELSLVTLF RCIQNMPETL
PNNSCYSAGI AKLEEGDELQ
LAIPRENAQI SLDGDVTFFG
ALKLL

"Like other members of TNF family, Neutrokine-alpha

exhibits activity on leukocytes including, for example,

monocytes, lymphocytes (e.g., B cells) and neutrophils.

For this reason Neutrokine-alpha is active in directing

the proliferation, differentiation and migration of these

cell types."

p. 50:7-10

'The antagonists may be employed for instance to

inhibit Neutrokine-alpha and/or Neutrokine-alphaSV the

chemotaxis and activation of macrophages and their

precursors, and of neutrophils, basophils, B lymphocytes

and some T-cell subsets, e.g., activated and CD8
cytotoxic T cells and natural killer cells, in certain

auto-immune and chronic inflammatory and infective

diseases."

p, 114:3-7

"A still further embodiment of the invention is related to

a method for treating an individual in need of a

decreased level of Neutrokine-alpha and/or
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wherein B lymphocytes are inhibited. Neutrokine-alphaSV activity in the body comprising,

administering to such an individual a composition

comprising a therapeutically effective amount of an

Neutrokine-alpha and/or Neutrokine-alphaSV
antagonist. Preferred antagonists for use in the present

invention are Neutrokine-alpha-specific and/or

Neutrokine-alphaSV-specific antibodies."

p. 14:1-7

"Additionally, as described in detail below, the

polypeptides of the present invention can also be used to

raise polyclonal and monoclonal antibodies, which are

useful in assays for detecting Neutrokine-alpha and/or

Neutrokine-alphaSV polypeptide expression as

described below or as agonists and antagonists capable

of enhancing or inhibiting Neutrokine-alpha and/or

Neutrokine-alphaSV function."

p. 96:19-24

"Preferred antagonists for use in the present invention

are Neutrokine-alpha-specific and/or

Neutrokine-alphaSV-specific antibodies."

p. 14:5-7

"An agonist is a compound which increases the natural

biological functions of Neutrokine-alpha and/or

Neutrokine-alphaSV or which functions in a manner

similar to Neutrokine-alpha and/or Neutrokine-alphaS

V

while antagonists decrease or eliminate such functions."

p. 121:6-9

"Figures 1A and IB shows the nucleotide (SEQ ID

NO:l) and deduced amino acid (SEQ ID NO:2)

sequences of Neutrokine-alpha."

p, 14:11-12

196. A method of inhibiting B lymphocyte

proliferation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte proliferation

is inhibited.

See supportfor Claim 195

197. A method of inhibiting B lymphocyte

differentiation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte

differentiation is inhibited.

See supportfor Claim 195

198. The method of any one of claims 195-197,

wherein the antibody is a monoclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Antigenic epitope-bearing peptides and polypeptides of

the invention are therefore useful to raise antibodies,

including monoclonal antibodies, that bind specifically
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to a polypeptide of the invention."

p. 66:6-8

'The term "antibody" (Ab) or "monoclonal antibody"

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen.'*

p. 128:23-25

"In the most preferred method, the antibodies of the

present invention are monoclonal antibodies (or

Neutrokine-alpha and/or Neutrokine-alphaSV
polypeptide binding fragments thereof). Such

monoclonal antibodies can be prepared using hybridoma

technology (Kohler et ai, Nature 256:495 (1975);

Kohler et al., Eur. X Immunol. 6:51 1 (1976); Kohler et

al., Eur. J. Immunol. 6:292 (1976); Hammerling et al.,

in: Monoclonal Antibodies and T-Cell Hybridomas,

Elsevier, N.Y., (1981) pp. 563-681 )."

p. 102:3-9

199. The method of any one of claims 195-197,

wherein the antibody is recombinants produced.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Alternatively, antibodies of the present invention can

be produced through the application of recombinant

DNA technology"

p. 103:8-9

200. The method of any one of claims 195-197,

wherein the antibody is a chimeric antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Where in vivo imaging is used to detect enhanced levels

of Neutrokine-alpha and/or Neutrokine-alphaSV
polypeptide for diagnosis in humans, it may be

preferable to use "humanized" chimeric monoclonal

antibodies....Methods for producing chimeric antibodies

are known in the art. See, for review, Morrison, Science

229:1202 (1985); Oi et al., BioTechniques 4:214 (1986);

Cabilly et al., U.S. Patent No. 4,816,567; Taniguchi et

al., EP 171496; Morrison et al., EP 173494; Neuberger

et al., WO 8601533; Robinson et al., WO 8702671;

Boulianne et al, Nature 312:643 (1984); Neuberger et

al, Nature 314:26% (1985)."

p. 109:15-24

201. The method of any one of claims 195-197,

wherein the antibody is a humanized antibody.

See supportfor Claims 195 and 200

202. The method of any one of claims 195-197,

wherein the antibody comprises human constant

domains.

See supportfor Claims 195 and 200
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203. The method of any one of claims 195-197,

wherein the antibody is a F(ab')2 fragment.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The term "antibody" (Ab) or "monoclonal antibody"

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p. 128:23-25

204. The method of any one of claims 195-197,

wherein the antibody is a polyclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

".
. .cells expressing the Neutrokine-alpha and/or

Neutrokine-alphaSV polypeptide or an antigenic

fragment thereof can be administered to an animal in

order to induce the production of sera containing

polyclonal antibodies."

p. 101:33-35

205. The method of any one of claims 195-197,

wherein the antibody is a Fab fragment.

See supportfor Claims 195 and 203

206. The method of any one of claims 195-197,

wherein the antibody is administered to an individual.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The agonists and antagonists may be employed in a

composition with a pharmaceutically acceptable carrier,

e.g., as described above."

p. 114:1-2

'The antagonists and antagonists of the instant may be

employed in a composition with a pharmaceutically

acceptable carrier, e.g., as described hereinafter."

p. 115:6-8

207. The method of any one of claims 195-197,

wherein the antibody is administered to a cell culture.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The invention also provides a method of screening

compounds to identify those which enhance or block the

action of Neutrokine-alpha and/or Neutrokine-alphaSV

polypeptide on cells, such as its interaction with

Neutrokine-alpha and/or Neutrokine-alphaSV binding

molecules such as receptor molecules. An agonist is a

compound which increases the natural biological

functions of Neutrokine-alpha and/or

Neutrokine-alphaSV or which functions in a manner

similar to Neutrokine-alpha and/or Neutrokine-alphaSV

while antagonists decrease or eliminate such functions."

p. 121:2-9

"An in vitro cell proliferation, cytotoxicity and cell death

assay for measuring the effect of a protein on certain
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cells can be performed by using reagents well known

and commonly available in the art for detecting cell

replication and/or death... .Such cell proliferation

modulation activities as can be measure in this type of

assay are useful for treating tumor, tumor metastasis,

infections, autoimmune diseases inflammation and other

immune-related diseases."

p. 49:10-21

New Claim Support in 60/122,388

195. A method of inhibiting B lymphocytes

comprising administering an effective amount of an

antibody that binds a protein whose amino acid

sequence is:

MDDSTEREQS RLTSCLKKRE
EMKLKECVS I LPRKESPSVR
SSKDGKLLAA TLLLALLSCC
LTWSFYQVA ALQGDLASLR
AELQGHHAEK LPAGAGAPKA
GLEEAPAVTA GLKIFEPPAP
GEGNSSQNSR NKRAVQGPEE
TVTQDCLQLI ADSETPTIQK
GSYTFVPWLL SFKRGSALEE
KENKILVKET GYFFIYGQVL
YTDKTYAMGH LIQRKKVHVF
GDELSLVTLF RCIQNMPETL
PNNSCYSAGI AKLEEGDELQ
LAIPRENAQI SLDGDVTFFG
ALKLL

wherein B lymphocytes are inhibited.

"Like other members of TNF family, Neutrokine-a

exhibits activity on leukocytes including, for example,

monocytes, lymphocytes (e.g., B cells) and neutrophils.

For this reason Neutrokine-a is active in directing the

proliferation, differentiation and migration of these cell

types."

p. 48:18-21

'The antagonists may be employed for instance to

inhibit Neutrokine-a and/or Neutrokine-aSV the

chemotaxis and activation of macrophages and their

precursors, and of neutrophils, basophils, B lymphocytes

and some T-cell subsets, e.g., activated and CD8
cytotoxic T cells and natural killer cells, in certain

auto-immune and chronic inflammatory and infective

diseases."

p. 113:32-36

"A still further embodiment of the invention is related to

a method for treating an individual in need of a

decreased level of Neutrokine-a and/or Neutrokine-aSV
activity in the body comprising, administering to such an

individual a composition comprising a therapeutically

**ffprtivp amount of an Neutrokine-a and/or

Neutrokine-aSV antagonist. Preferred antagonists for

use in the present invention are Neutrokine-a-specific

and/or Neutrokine-aSV-specific antibodies."

p. 14:10-16

"Additionally, as described in detail below, the

polypeptides of the present invention can also be used to

raise polyclonal and monoclonal antibodies, which are

useful in assays for detecting Neutrokine-a and/or

Neutrokine-aSV polypeptide expression as described

below or as agonists and antagonists capable of

enhancing or inhibiting Neutrokine-a and/or

Neutrokine-aSV function."

p. 95:31-36

"Preferred antagonists for use in the present invention

are Neutrokine-a-specific and/or

Neutrokine-aSV-specific antibodies."
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p. 14:14-16

"An agonist is a compound which increases the natural

biological functions of Neutrokine-a and/or

Neutrokine-aSV or which functions in a manner similar

to Neutrokine-a and/or Neutrokine-aSV while

antagonists decrease or eliminate such functions."

p. 120:9-13

"Figures 1A and IB shows the nucleotide (SEQ ID

NO:l) and deduced amino acid (SEQ ID NO:2)

sequences of Neutrokine-a."

p. 14:21-22

196. A method of inhibiting B lymphocyte

proliferation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte proliferation

is inhibited.

See supportfor Claim 195

197. A method of inhibiting B lymphocyte

differentiation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte

differentiation is inhibited.

See supportfor Claim 195

198. The method of any one of claims 195-197,

wherein the antibody is a monoclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Antigenic epitope-bearing peptides and polypeptides of

the invention are therefore useful to raise antibodies,

including monoclonal antibodies, that bind specifically

to a polypeptide of the invention."

p. 64:25-28

"The term "antibody" (Ab) or "monoclonal antibody"

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p. 127:32-35

"In the most preferred method, the antibodies of the

present invention are monoclonal antibodies (or

Neutrokine-a and/or Neutrokine-aSV polypeptide binding

fragments thereof). Such monoclonal antibodies can be

prepared using hybndoma technology (Kohler et aL, Nature
9^-40^ KnhW *>t nl Fur I ImmunnlZJO.f"J IvUlUCI cl Ul.f CLlf, J. IfflrrtUflUi. U.J 1 1

Kohler et al., Eur. J. Immunol. 6:292 (1976); Hammerling et

al., in: Monoclonal Antibodies and T-Cell Hybridomas,

Elsevier, N.Y., (1981) pp. 563-681 ).
"

p. 101:19-25

199. The method of any one of claims 195-197, See supportfor Claim 195 and in addition thefollowing
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wherein the antibodv is recombinantlv produced. disclosure:

"Alternatively, antibodies of the present invention can

be produced through the application of recombinant

DNA technology"

p. 102:24-25

200. The method of any one of claims 195-197,

wherein the antibody is a chimeric antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Where in vivo imaging is used to detect enhanced levels

of Neutrokine-a and/or Neutrokine-aSV polypeptide for

diagnosis in humans, it may be preferable to use

"humanized" chimeric monoclonal

antibodies....Methods for producing chimeric antibodies

are known in the art. See, for review, Morrison, Science

229:1202 (1985); Oi et al., BioTechniques 4:214 (1986);

Cabillv et al., U.S. Patent No. 4,816,567; Taniguchi et

al., EP 171496; Morrison et al., EP 173494; Neuberger

et al., WO 8601533; Robinson et al., WO 8702671;

Boulianne et al, Nature 312:643 (1984); Neuberger et

al, Nature 314:268(1985)."

p. 108:38 -p. 109:9

201. The method of any one of claims 195-197,

wherein the antibody is a humanized antibody.

See support for Claims 195 and 200

202. The method of any one of claims 195-197,

wherein the antibody comprises human constant

domains.

See supportfor Claims 195 and 200

203. The method of any one of claims 195-197,

wherein the antibody is a F(ab')2 fragment.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The term "antibodv" (Ab) or "monoclonal antibodv"

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p. 127:32-35

204. The method of any one of claims 195-197,

wherein the antibody is a polyclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

". ..cells expressing the Neutrokine-a and/or

Neutrokine-aSV polypeptide or an antigenic fragment

thereof can be administered to an animal in order to

induce the production of sera containing polyclonal

antibodies."

p. 101:12-15

205. The method of any one of claims 195-197,

wherein the antibody is a Fab fragment.

See supportfor Claims 195 and 203
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206. The method of any one of claims 195-197,

wherein the antibody is administered to an individual.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The agonists and antagonists may be employed in a

composition with a pharmaceutically acceptable carrier,

e.g., as described above."

p. 113:30-31

"The antagonists and antagonists of the instant may be

employed in a composition with a pharmaceutically

acceptable carrier, e.g., as described hereinafter."

p. 114:35-37

207. The method of any one of claims 195-197,

wherein the antibody is administered to a cell culture.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The invention also provides a method of screening

compounds to identify those which enhance or block the

action of Neutrokine-a and/or Neutrokine-aS

V

polypeptide on cells, such as its interaction with

Neutrokine-a and/or Neutrokine-aSV binding molecules

such as receptor molecules. An agonist is a compound

which increases the natural biological functions of

Neutrokine-a and/or Neutrokine-aSV or which functions

in a manner similar to Neutrokine-a and/or

Neutrokine-aSV while antagonists decrease or eliminate

such functions."

p. 120:6-13

"An in vitro cell proliferation, cytotoxicity and cell death

assay for measuring the effect of a protein on certain

cells can be performed by using reagents well known
and commonly available in the art for detecting cell

replication and/or death....Such cell proliferation

modulation activities as can be measure in this type of

assay are useful for treating tumor, tumor metastasis,

infections, autoimmune diseases inflammation and other

immune-related diseases."

p. 47:21-33

New Claim Support in 09/255,794

195. A method of inhibiting B lymphocytes

comprising administering an effective amount of an

antibody that binds a protein whose amino acid

sequence is:

MDDSTEREQS RLTSCLKKRE
EMKLKECVSI LPRKESPSVR
SSKDGKLLAA TLLLALLSCC
LTWSFYQVA ALQGDLASLR
AELQGHHAEK LPAGAGAPKA
GLEEAPAVTA GLKIFEPPAP

"Like other members of TNF family, Neutrokine-a

exhibits activity on leukocytes including, for example,

monocytes, lymphocytes (e.g., B cells) and neutrophils.

For this reason Neutrokine-a is active in directing the

proliferation, differentiation and migration of these cell

types."

p. 48:18-21

'The antagonists may be employed for instance to

inhibit Neutrokine-a and/or Neutrokine-aSV the

chemotaxis and activation of macrophages and their
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GEGNSSQNSR NKRAVQGPEE
TVTQDCLQLI ADSETPTIQK
GSYTFVPWLL SFKRGSALEE
KENKILVKET GYFFIYGQVL
YTDKTYAMGH LIQRKKVHVF
GDELSLVTLF RCIQNMPETL
PNNSCYSAGI AKLEEGDELQ
LAIPRENAQI SLDGDVTFFG
ALKLL

wherein B lymphocytes are inhibited.

precursors, and of neutrophils, basophils, B lymphocytes

and some T-cell subsets, e.g., activated and CD8
cytotoxic T cells and natural killer cells, in certain

auto-immune and chronic inflammatory and infective

diseases."

/?. 114:14-18

"A still further embodiment of the invention is related to

a method for treating an individual in need of a

decreased level of Neutrokine-a and/or Neutrokine-aSV

activity in the body comprising, administering to such an

individual a composition comprising a therapeutically

effective amount of an Neutrokine-a and/or

Neutrokine-aSV antagonist. Preferred antagonists for

use in the present invention are Neutrokine-a-specific

and/or Neutrokine-aSV-specific antibodies."

p. 14:12-18

"Additionally, as described in detail below, the

polypeptides of the present invention can also be used to

raise polyclonal and monoclonal antibodies, which are

useful in assays for detecting Neutrokine-a and/or

Neutrokine-aSV polypeptide expression as described

below or as agonists and antagonists capable of

enhancing or inhibiting Neutrokine-a and/or

Neutrokine-aSV function."

p. 95:31-36

"Preferred antagonists for use in the present invention

are Neutrokine-a-specific and/or

Neutrokine-aSV-specific antibodies."

p. 14:16-18

"An agonist is a compound which increases the natural

biological functions of Neutrokine-a and/or

Neutrokine-aSV or which functions in a manner similar

to Neutrokine-a and/or Neutrokine-aSV while

antagonists decrease or eliminate such functions."

p. 119:5-9

"Figures 1A and IB shows the nucleotide (SEQ ID

NO:l) and deduced amino acid (SEQ ID NO:2)

sequences of Neutrokine-a."

p. 14:23-24

196. A method of inhibiting B lymphocyte

proliferation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte proliferation

is inhibited.

See supportfor Claim 195

197. A method of inhibiting B lymphocyte

differentiation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

See supportfor Claim 195
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(SEQ ID N0:2), wherein B lymphocyte

differentiation is inhibited.

198. The method of any one of claims 195-197,

wherein the antibody is a monoclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Antigenic epitope-bearing peptides and polypeptides of

the invention are therefore useful to raise antibodies,

including monoclonal antibodies, that bind specifically

to a polypeptide of the invention."

p. 64:25-28

"The term "antibody" (Ab) or "monoclonal antibody"

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p. 126:38-127:3

"In the most preferred method, the antibodies of the

present invention are monoclonal antibodies (or

Neutrokine-a and/or Neutrokine-aSV polypeptide

binding fragments thereof)- Such monoclonal antibodies

can be prepared using hybridoma technology (Kohler et

al, Nature 256:495 (1975); Kohler et aL, Eur. J.

Immunol. 6:51 1 (1976); Kohler et al., Eur. J. Immunol.

6:292 (1976); Hammerling et al., in: Monoclonal

Antibodies and T-Cell Hybridomas, Elsevier, N.Y.,

(1981) pp. 563-681 )."

p. 101:19-25

199. The method of any one of claims 195-197,

wherein the antibody is recombinantly produced.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Alternatively, antibodies of the present invention can

be produced through the application of recombinant

DNA technology"

p. 102:24-25

200. The method of any one of claims 195-197,

wherein the antibody is a chimeric antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Where in vivo imaging is used to detect enhanced levels

of Neutrokine-a and/or Neutrokine-aSV polypeptide for

diagnosis in humans, it may be preferable to use

"humanized" chimeric monoclonal

antibodies. . ..Methods for producing chimeric antibodies

are known in the art. See, for review, Morrison, Science

229:1202 (1985); Oi et al., BioTechniques 4:214 (1986);

Cabilly et al., U.S. Patent No. 4,816,567; Taniguchi et

aL, EP 171496; Morrison et al., EP 173494; Neuberger

et ah, WO 8601533; Robinson et al., WO 8702671;

Boulianne et al, Nature 372:643 (1984); Neuberger et

aL, Nature 314:26% (1985)."
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p. 109:10-20

201. The method of any one of claims 195-197,

wherein the antibody is a humanized antibody.

See supportfor Claims 195 and 200

202. The method of any one of claims 195-197,

wherein the antibody comprises human constant

domains.

See supportfor Claims 195 and 200

203. The method of any one of claims 195-197,

wherein the antibody is a F(ab')2 fragment.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The term "antibody" (Ab) or "monoclonal antibody"

(mAb) as used herein is meant to include intact

molecules as well as fragments thereof (such as, for

example, Fab and F(ab') fragments) which are capable of

binding an antigen."

p. 126:38-127:3

204. The method of any one of claims 195-197,

wherein the antibody is a polyclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

".
. .cells expressing the Neutrokine-a and/or

Neutrokine-aSV polypeptide or an antigenic fragment

thereof can be administered to an animal in order to

induce the production of sera containing polyclonal

antibodies."

p, 101:12-15

205. The method of any one of claims 195-197,

wherein the antibody is a Fab fragment.

See supportfor Claims 195 and 203

206. The method of any one of claims 195-197,

wherein the antibody is administered to an individual.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The agonists and antagonists may be employed in a

composition with a pharmaceutical!y acceptable carrier,

e.g., as described above."

p. 114:12-13

'The antagonists and antagonists of the instant may be

employed in a composition with a pharmaceutically

acceptable carrier, e.g., as described hereinafter."

p. 115:16-18

207. The method of any one of claims 195-197,

wherein the antibody is administered to a cell culture.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The invention also provides a method of screening

compounds to identify those which enhance or block the

action of Neutrokine-a and/or Neutrokine-aSV

polypeptide on cells, such as its interaction with

Neutrokine-a and/or Neutrokine-aSV binding molecules

such as receptor molecules. An agonist is a compound
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which increases the natural biological functions of

Neutrokine-a and/or Neutrokine-aSV or which functions

in a manner similar to Neutrokine-a and/or

Neutrokine-aSV while antagonists decrease or eliminate

such functions."

p. 119:2-9

"An in vitro cell proliferation, cytotoxicity and cell death

assay for measuring the effect of a protein on certain

cells can be performed by using reagents well known

and commonly available in the art for detecting cell

replication and/or death....Such cell proliferation

modulation activities as can be measure in this type of

assay are useful for treating tumor, tumor metastasis,

infections, autoimmune diseases inflammation and other

immune-related diseases."

p. 47:21-33

New Claim Support in 09/005,874

195. A method of inhibiting B lymphocytes

comprising administering an effective amount of an

antibody that binds a protein whose amino acid

sequence is:

niJJJb 1 CiKhyb KJ_iloUJ-irv.iS.Kilj

EMKLKECVSI LPRKESPSVR
SSKDGKLLAA TLLLALLSCC
LTWSFYQVA ALQGDLASLR
AELQGHHAEK LPAGAGAPKA
GLEEAPAVTA GLKIFEPPAP
GEGNSSQNSR NKRAVQGPEE
TVTQDCLQLI ADSETPTIQK
GSYTFVPWLL SFKRGSALEE
KENKILVKET GYFFIYGQVL
YTDKTYAMGH LIQRKKVHVF
GDELSLVTLF RCIQNMPETL
PNNSCYSAGI AKLEEGDELQ
LAIPRENAQI SLDGDVTFFG
ALKLL

wherein B lymphocytes are inhibited.

"Like other members of TNF family, Neutrokine-a

exhibits activity on leukocytes including for example

monocytes, lymphocytes and neutrophils. For this

reason Neutrokine-a is active in directing the

proliferation, differentiation and migration of these cell

p. 27:10-13

'The antagonists may be employed for instance to

inhibit Neutrokine-a the chemotaxis and activation of

macrophages and their precursors, and of neutrophils,

basophils, B lymphocytes and some T-cell subsets, e.g.,

activated and CD8 cytotoxic T cells and natural killer

cells, in certain auto-immune and chronic inflammatory

and infective diseases."

p. 60:20-24

"A still further aspect of the invention is related to a

method for treating an individual in need of a decreased

level of Neutrokine-a activity in the body comprising,

administering to such an individual a composition

comprising a therapeutically effective amount of an

Neutrokine-a antagonist. Preferred antagonists for use

in the present invention are Neutrokine-a-specific

antibodies."

p, 14:6-11

"As described in detail below, the polypeptides of the

present invention can also be used to raise polyclonal

and monoclonal antibodies, which are useful in assays

for detecting Neutrokine-a protein expression as

described below or as agonists and antagonists capable

of enhancing or inhibiting Neutrokine-a protein
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function."

p. 42:14-18

"Preferred antagonists for use in the present invention

are Neutrokine-a-specific antibodies."

p. 14:9-11

"An agonist is a compound which increases the natural

biological functions of Neutrokine-a or which functions

in a manner similar to Neutrokine while antagonists

decrease or eliminate such functions."

p. 58:7-9

"FIG. 1 shows the nucleotide (SEQ ID NO:l) and

deduced amino acid (SEQ ID NO:2) sequences of the

Neutrokine-a protein."

p. 14:13-14

196. A method of inhibiting B lymphocyte

proliferation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte proliferation

is inhibited.

See supportfor Claim 195

197. A method of inhibiting B lymphocyte

differentiation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte

differentiation is inhibited.

See supportfor Claim 195

198. The method of any one of claims 195-197,

wherein the antibody is a monoclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Antigenic epitope-bearing peptides and polypeptides of

the invention are therefore useful to raise antibodies,

including monoclonal antibodies, that bind specifically

to a polypeptide of the invention."

p. 43:17-19

"As used herein, the term "antibody" (Ab) or

"monoclonal antibody" (Mab) is meant to include intact

molecules as well as antibody fragments (such as, for

example, Fab and F(ab')2 fragments) which are capable

of specifically binding to Neutrokine-a protein."

p. 49:27 -p. 50:2

"In the most preferred method, the antibodies of the

present invention are monoclonal antibodies (or

Neutrokine-a protein binding fragments thereof). Such

monoclonal antibodies can be prepared using hybridoma

technology (Kohler et al, Nature 256:495 (1975);

Kohler et al, Eur. J. Immunol. 6:511 (1976); Kohler et

al., Eur. J. Immunol. 6:292 (1976); Hammerling et al.,

in: Monoclonal Antibodies and T-Cell Hybridomas,
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Elsevier, N.Y., (1981) pp. 563-681 )."

p. 50:14-20

199. The method of any one of claims 195-197,

wherein the antibody is recombinantly produced.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Alternatively, Neutrokine-a protein-binding fragments

can be produced through the application of recombinant

DNA technology"

p, 51:26-28

200. The method of any one of claims 195-197,

wherein the antibody is a chimeric antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Where in vivo imaging is used to detect enhanced levels

of Neutrokine-a protein for diagnosis in humans, it may
be preferable to use "humanized" chimeric monoclonal

antibodies....Methods for producing chimeric antibodies

are known in the art. See, for review, Morrison, Science

229:1202 (1985); Oi et al., BioTechniques 4:214 (1986);

Cabilly et al., U.S. Patent No. 4,816,567; Taniguchi et

al., EP 171496; Morrison et al., EP 173494; Neuberger

et al., WO 8601533; Robinson et al., WO 8702671;

Boulianne et al, Nature 372:643 (1984); Neuberger et

al, Nature 574:268 (1985)."

/>. 52:1-10

201. The method of any one of claims 195-197,

wherein the antibody is a humanized antibody.

See support for Claims 195 and 200

202. The method of any one of claims 195-197,

wherein the antibody comprises human constant

domains.

See supportfor Claims 195 and 200

203. The method of any one of claims 195-197,

wherein the antibody is a F(ab')2 fragment.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"As used herein, the term "antibody" (Ab) or

"monoclonal antibody" (Mab) is meant to include intact

molecules as well as antibody fragments (such as, for

example, Fab and F(ab')2 fragments) which are capable

of specifically binding to Neutrokine-a protein."

p, 49:27 -p. 50:2

204. The method of any one of claims 195-197,

wherein the antibody is a polyclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

".
. .cells expressing the Neutrokine-a protein or an

antigenic fragment thereof can be administered to an

animal in order to induce the production of sera

containing polyclonal antibodies."

p. 50:7-9
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205. The method of any one of claims 195-197,

wherein the antibody is a Fab fragment.

See supportfor Claims 195 and 203

206. The method of any one of claims 195-197,

wherein the antibody is administered to an individual.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The agonists and antagonists may be employed in a

composition with a pharmaceutically acceptable carrier,

e.g., as described above."

p, 60:18-19

"The antagonists may be employed in a composition

with a pharmaceutically acceptable carrier, e.g., as

hereinafter described."

p, 62:3-5

207. The method of any one of claims 195-197,

wherein the antibody is administered to a cell culture.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The invention also provides a method of screening

compounds to identify those which enhance or block the

action of Neutrokine-a on cells, such as its interaction

with Neutrokine-a binding molecules such as receptor

molecules. An agonist is a compound which increases

the natural biological functions of Neutrokine-a or

which functions in a manner similar to Neutrokine while

antagonists decrease or eliminate such functions."

p. 58:4-9

"An in vitro cell proliferation, cytotoxicity and cell death

assay for measuring the effect of a protein on certain

cells can be performed by using reagents well known

and commonly available in the art for detecting cell

replication and/or death. . ..Such cell proliferation

modulation activities as can be measure in this type of

assay are useful for treating tumor, tumor metastasis,

infections, autoimmune diseases inflammation and other

immune-related diseases."

p. 26:14-27

New Claim Support in 60/036,100

195. A method of inhibiting B lymphocytes

comprising administering an effective amount of an

antibody that binds a protein whose amino acid

sequence is:

MDDSTEREQS RLTSCLKKRE
EMKLKECVSI LPRKESPSVR
SSKDGKLLAA TLLLALLSCC
LTWSFYQVA ALQGDLASLR
AELQGHHAEK LPAGAGAPKA
GLEEAPAVTA GLKIFEPPAP

"Like other members of TNF family, Neutrokine a

exhibits activity on leukocytes including for example

monocytes, lymphocytes and neutrophils. For this

reason Neutrokine a is active in directing the

proliferation, differentiation and migration of these cell

types."

p, 25:19-22

'The antagonists may be employed for instance to

inhibit Neutrokine a the chemotaxis and activation of

macrophages and their precursors, and of neutrophils,
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GEGNSSQNSR NKRAVQGPEE
TVTQDCLQLI ADSETPTIQK
GSYTFVPWLL SFKRGSALEE
KENKILVKET GYFFIYGQVL
YTDKTYAMGH LIQRKKVHVF
GDELSLVTLF RCIQNMPETL
PNNSCYSAGI AKLEEGDELQ
LAIPRENAQI SLDGDVTFFG
ALKLL

wherein B lymphocytes are inhibited.

basophils, B lymphocytes and some T-cell subsets, e.g.,

activated and CD8 cytotoxic T cells and natural killer

cells, in certain auto-immune and chronic inflammatory

and infective diseases."

p. 57:13-17

"A still further aspect of the invention is related to a

method for treating an individual in need of a decreased

level of Neutrokine a activity in the body comprising,

administering to such an individual a composition

comprising a therapeutically effective amount of an

Neutrokine a antagonist. Preferred antagonists for use

in the present invention are Neutrokine a-specific

antibodies."

p. 13:13-18

"As described in detail below, the polypeptides of the

present invention can also be used to raise polyclonal

and monoclonal antibodies, which are useful in assays

for detecting Neutrokine a protein expression as

described below or as agonists and antagonists capable

of enhancing or inhibiting Neutrokine a protein

function."

p. 39:13-17

"Preferred antagonists for use in the present invention

are Neutrokine a-specific antibodies."

p. 13:16-18

"An agonist is a compound which increases the natural

biological functions of Neutrokine a or which functions

in a manner similar to Neutrokine while antagonists

decrease or eliminate such functions."

p. 54:27 -p. 55:2

"FIG. 1 shows the nucleotide (SEQ ID NO:l) and

deduced amino acid (SEQ ID NO:2) sequences of the

Neutrokine a protein."

p. 13:20-21

196. A method of inhibiting B lymphocyte

proliferation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte proliferation

is inhibited.

See supportfor Claim 195

197. A method of inhibiting B lymphocyte

differentiation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte

differentiation is inhibited.

See supportfor Claim 195

198. The method of any one of claims 195-197, See supportfor Claim 195 and in addition thefollowing
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wherein the antibody is a monoclonal antibody. disclosure:

"Antigenic epitope-bearing peptides and polypeptides of

the invention are therefore useful to raise antibodies,

including monoclonal antibodies, that bind specifically

to a polypeptide of the invention."

p. 40:15-17

"As used herein, the term "antibody" (Ab) or

"monoclonal antibody" (Mab) is meant to include intact

molecules as well as antibody fragments (such as, for

example, Fab and F(ab')2 fragments) which are capable

of specifically binding to Neutrokine a protein."

p. 46:23-26

"In the most preferred method, the antibodies of the

present invention are monoclonal antibodies (or

Neutrokine a protein binding fragments thereof). Such

monoclonal antibodies can be prepared using hybridoma

technology (Kohler etal, Nature 256:495 (1975);

Kohler etal, Eur. J. Immunol 6:511 (1976); Kohler et

al., Eur. J. Immunol. 6:292 (1976); Hammerling et al.,

in: Monoclonal Antibodies and T-Cell Hybridomas,

Elsevier, N.Y., (1981) pp. 563-681 )."

p. 47:9-15

199. The method of any one of claims 195-197,

wherein the antibody is recombinantly produced.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Alternatively, Neutrokine a protein-binding fragments

can be produced through the application of recombinant

DNA technology"

p. 48:21-23

200. The method of any one of claims 195-197,

wherein the antibody is a chimeric antibody.

*

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Where in vivo imaging is used to detect enhanced levels

of Neutrokine a protein for diagnosis in humans, it may

be preferable to use "humanized" chimeric monoclonal

antibodies....Methods for producing chimeric antibodies

are known in the art. See, for review, Morrison, Science

229:1202 (1985); Oi et al., BioTechniques 4:214 (1986);

Cabilly et al., U.S. Patent No. 4,816,567; Taniguchi et

al., EP 171496; Morrison et al., EP 173494; Neuberger

et al., WO 8601533; Robinson et al., WO 8702671;

Boulianne et al, Nature 312:643 (1984); Neuberger et

al, Nature 374:268 (1985)."

p. 48:24 -p. 49:4

201. The method of any one of claims 195-197,

wherein the antibody is a humanized antibody.

See supportfor Claims 195 and 200
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202. The method of any one of claims 195-197,

wherein the antibody comprises human constant

domains.

See supportfor Claims 195 and 200

203. The method of any one of claims 195-197,

wherein the antibody is a F(ab')2 fragment.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"As used herein, the term "antibody" (Ab) or

"monoclonal antibody" (Mab) is meant to include intact

molecules as well as antibody fragments (such as, for

example, Fab and F(ab')2 fragments) which are capable

of specifically binding to Neutrokine a protein."

p. 46:23-26

204. The method of any one of claims 195-197,

wherein the antibody is a polyclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

".
. .cells expressing the Neutrokine a protein or an

antigenic fragment thereof can be administered to an

animal in order to induce the production of sera

containing polyclonal antibodies."

p. 47:2-4

205. The method of any one of claims 195-197,

wherein the antibody is a Fab fragment.

See supportfor Claims 195 and 203

206. The method of any one of claims 195-197,

wherein the antibody is administered to an individual.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The agonists and antagonists may be employed in a

composition with a pharmaceutically acceptable carrier,

e.g., as described above."

p. 57:11-12

'The antagonists may be employed in a composition

with a pharmaceutically acceptable carrier, e.g., as

hereinafter described."

p. 58:24-26

207. The method of any one of claims 195-197,

wherein the antibody is administered to a cell culture.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The invention also provides a method of screening

compounds to identify those which enhance or block the

action of Neutrokine a on cells, such as its interaction

with Neutrokine a binding molecules such as receptor

molecules. An agonist is a compound which increases

the natural biological functions of Neutrokine a or which

functions in a manner similar to Neutrokine while

antagonists decrease or eliminate such functions."

p. 54:24 - p. 55:2

"An in vitro cell proliferation, cytotoxicity and cell death

assay for measuring the effect of a protein on certain
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cells can be performed by using reagents well known

and commonly available in the art for detecting cell

replication and/or death. . ..Such cell proliferation

modulation activities as can be measure in this type of

assay are useful for treating tumor, tumor metastasis,

infections, autoimmune diseases inflammation and other

immune-related diseases."

p. 24:23 -25:7

New Claim Support in PCT/US96/17957

195. A method of inhibiting B lymphocytes

comprising administering an effective amount of an

antibody that binds a protein whose amino acid

sequence is:

MDDSTEREQS RLTSCLKKRE
EMKLKECVSI LPRKESPSVR
SSKDGKLLAA TLLLALLSCC
LTWSFYQVA ALQGDLASLR
AELQGHHAEK LPAGAGAPKA
GLEEAPAVTA GLKIFEPPAP
GEGNSSQNSR NKRAVQGPEE
TVTQDCLQLI ADSETPTIQK
GSYTFVPWLL SFKRGSALEE
KENKILVKET GYFFIYGQVL
YTDKTYAMGH LIQRKKVHVF
GDELSLVTLF RCIQNMPETL
PNNSCYSAGI AKLEEGDELQ
LAIPRENAQI SLDGDVTFFG
ALKLL

wherein B lymphocytes are inhibited.

"Like other members of TNF family, Neutrokine a

exhibits activity on leukocytes including for example

monocytes, lymphocytes and neutrophils. For this

reason Neutrokine a is active in directing the

proliferation, differentiation and migration of these cell

types."

p. 25:7-10

'The antagonists may be employed for instance to

inhibit Neutrokine a the chemotaxis and activation of

macrophages and their precursors, and of neutrophils,

basophils, B lymphocytes and some T-cell subsets, e.g.,

activated and CD8 cytotoxic T cells and natural killer

cells, in certain auto-immune and chronic inflammatory

and infective diseases."

p. 56:15-17

"A still further aspect of the invention is related to a

method for treating an individual in need of a decreased

level of Neutrokine a activity in the body comprising,

administering to such an individual a composition

comprising a therapeutically effective amount of an

Neutrokine a antagonist. Preferred antagonists for use

in the present invention are Neutrokine a-specinc

antibodies."

p. 13:8-13

"As described in detail below, the polypeptides of the

present invention can also be used to raise polyclonal

and monoclonal antibodies, which are useful in assays

for detecting Neutrokine a protein expression as

described below or as agonists and antagonists capable

of enhancing or inhibiting Neutrokine a protein

function."

p. 38:28 - p. 39:2

"Preferred antagonists for use in the present invention

are Neutrokine a-specific antibodies."

p. 13:11-13

"An agonist is a compound which increases the natural

biological functions of Neutrokine a or which functions
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in a manner similar to Neutrokine while antagonists

decrease or eliminate such functions."

p. 54:5-7

"FIG. 1 shows the nucleotide (SEQ ID NO:l) and

deduced amino acid (SEQ ID NO:2) sequences of the

Neutrokine a protein."

p. 13:15-16

196. A method of inhibiting B lymphocyte

proliferation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte proliferation

is inhibited.

See supportfor Claim 195

197. A method of inhibiting B lymphocyte

differentiation comprising administering an effective

amount of an antibody that binds Neutrokine-alpha

(SEQ ID NO:2), wherein B lymphocyte

differentiation is inhibited.

See supportfor Claim 195

198. The method of any one of claims 195-197,

wherein the antibody is a monoclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Antigenic epitope-bearing peptides and polypeptides of

the invention are therefore useful to raise antibodies,

including monoclonal antibodies, that bind specifically

to a polypeptide of the invention."

p. 39:29-40:1

"As used herein, the term "antibody" (Ab) or

"monoclonal antibody" (Mab) is meant to include intact

molecules as well as antibody fragments (such as, for

example, Fab and F(ab')2 fragments) which are capable

of specifically binding to Neutrokine a protein."

p. 46:3-6

"In the most preferred method, the antibodies of the

present invention are monoclonal antibodies (or

Neutrokine a protein binding fragments thereof). Such

monoclonal antibodies can be prepared using hybridoma

technology. (Kohler et al, Nature 256:495 (1975);

Kohler etal, Eur. J, Immunol. 6:511 (1976); Kohler et

al., Eur. J. Immunol. 6:292 (1976); Hammerling et al.,

in: Monoclonal Antibodies and T-Cell Hybridomas,

Elsevier, N.Y., (1981) pp. 563-681 )."

p. 46:18-24

199. The method of any one of claims 195-197,

wherein the antibody is recombinantly produced.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Alternatively, Neutrokine a protein-binding fragments

can be produced through the application of recombinant

DNA technology"
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p. 47:29-48:2

200. The method of any one of claims 195-197,

wherein the antibody is a chimeric antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"Where in vivo imaging is used to detect enhanced levels

of Neutrokine a protein for diagnosis in humans, it may

be preferable to use "humanized" chimeric monoclonal

antibodies....Methods for producing chimeric antibodies

are known in the art. See, for review, Morrison, Science

229:1202 (1985); Oi et al., BioTechniques 4:214 (1986);

Cabilly et al., U.S. Patent No. 4,816,567; Taniguchi et

al., EP 171496; Morrison et al., EP 173494; Neuberger

et al., WO 8601533; Robinson et al., WO 8702671;

Boulianne et al, Nature 312:643 (1984); Neuberger et

al, Nature 314:268 (1985)."

p. 48:3-12

201. The method of any one of claims 195-197,

wherein the antibody is a humanized antibody.

See supportfor Claims 195 and 200

202. The method of any one of claims 195-197,

wherein the antibody comprises human constant

domains.

See supportfor Claims 195 and 200

203. The method of any one of claims 195-197,

wherein the antibody is a F(ab')2 fragment.

See supportfor Claim 195 and in addition thefollowing

disclosure:

"As used herein, the term "antibody" (Ab) or

"monoclonal antibody" (Mab) is meant to include intact

molecules as well as antibody fragments (such as, for

example, Fab and F(ab')2 fragments) which are capable

of specifically binding to Neutrokine a protein."

p. 46:3-6

204. The method of any one of claims 195-197,

wherein the antibody is a polyclonal antibody.

See supportfor Claim 195 and in addition thefollowing

disclosure:

".
. .cells expressing the Neutrokine a protein or an

antigenic fragment thereof can be administered to an

animal in order to induce the production of sera

containing polyclonal antibodies."

p. 46:11-13

205. The method of any one of claims 195-197,

wherein the antibody is a Fab fragment.

See supportfor Claims 195 and 203

206. The method of any one of claims 195-197,

wherein the antibody is administered to an individual.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The agonists and antagonists may be employed in a

composition with a pharmaceutical^ acceptable carrier,

e.g., as described above."
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p. 56:13-14

*The antagonists may be employed in a composition

with a pharmaceutical!y acceptable carrier, e.g., as

hereinafter described."

p. 57:26-28

207. The method of any one of claims 195-197,

wherein the antibody is administered to a cell culture.

See supportfor Claim 195 and in addition thefollowing

disclosure:

'The invention also provides a method of screening

compounds to identify those which enhance or block the

action of Neutrokine a on cells, such as its interaction

with Neutrokine a binding molecules such as receptor

molecules. An agonist is a compound which increases

the natural biological functions of Neutrokine a or

which functions in a manner similar to Neutrokine while

antagonists decrease or eliminate such functions."

p. 54:2-7

"An in vitro cell proliferation, cytotoxicity and cell death

assay for measuring the effect of a protein on certain

cells can be performed by using reagents well known

and commonly available in the art for detecting cell

replication and/or death. ... Such cell proliferation

modulation activities as can be measure in this type of

assay are useful for treating tumor, tumor metastasis,

infections, autoimmune diseases inflammation and other

immune-related diseases."

p. 24:12-25
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